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REMARKS 

Claims 34 and 72-79 are pending in the application and stand rejected. 
Official Action, Jan. 17, 2008. For at least the reasons presented below, applicants 
traverse the outstanding rejections and respectfully request reconsideration and 
withdrawal of all such rejections, further examination, and formal notification of 
allowance. 

Applicants' Summary of the Interview 

Applicants gratefully acknowledge the in-person interview conducted with 
Examiner Gembeh and Supervisory Examiner Marschel on February 22, 2008. The 
interview substantially advanced prosecution, and will expedite resolution of the 
issues. 

During the interview, applicants distinguished the claimed invention over the 
cited art. Applicants pointed out that, to the extent that the art taught the use of a 
binding cellulose derivative, it taught that the binding cellulose derivative must be 
used at substantially greater concentration (e.g., >20% by weight of the 
pharmaceutical formulation). A patentable distinction is applicant's use of 
significantly lower quantities, and an associated reduction in food effect. 

Applicants also pointed out that, as acknowledged in the Official Action, Curtet 
fails to disclose fenofibrate formulations comprising cellulose polymer, or the 
specified quantity of binding cellulose derivative. With regard to Boyer, applicants 
argued, and it was acknowledged, that those pharmaceutical formulations do not 
contain a surfactant; and do not contain a binding cellulose derivative at 12.5% by 
weight of the pharmaceutical formulation . With regard to Stamm, applicants argued, 
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and it was acknowledged, that there is no disclosure of an HPMC binder at 5-40% by 
weight in a pharmaceutical formulation as claimed. Rather, Stamm teaches that to 
improve fenofibrate bioavailability, one should incorporate binding cellulose 
derivative at much higher concentration than that claimed. Thus, Stamm teaches 
away from the claimed range of binding cellulose derivative, which substantially 
reduces binding cellulose derivative relative to the prior art. Those and other 
arguments in support of the patentability of the pending claims are presented in more 
detail below. 

Arguments in Response to Prior Art Rejections 

Curtet, USPN 4, 895, 726 

As acknowledged in the Official Action, Curtet fails to disclose fenofibrate 
formulations comprising cellulose polymer, or the quantity of binding cellulose 
derivative. The inclusion of binding cellulose derivative, at a specified quantity, is an 
express limitation of the claimed invention. 

Further, Curtet teaches that to enhance bioavailability of fenofibrate, it must 
be co-micronized with a surfactant. Co-micronization is not an element of the 
pending claims. Applicants concede that the instant claims do not preclude co- 
micronization of fenofibrate with a surfactant; however, insofar as obviousness is 
concerned, Curtet teaches that the result-oriented variable that should be adjusted is 
co-micronization, not adjustments in binding cellulose derivative. As discussed 
above, the Curtet formulations do not include any binding cellulose derivative. 

Curtet, either alone or in combination with other cited references, fails to teach 
or suggest the claimed invention. 
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Boyer, USPN 4,800,079 

Boyer likewise fails to teach or suggest the claimed invention, either alone or 
in combination with the other cited references. The formulations of Boyer contain no 
surfactant, another express limitation of the instant claims. Boyer is also silent as to 
the relationship between cellulose derivative relative to the quantity of fenofibrate 
and/or the composition as a whole. 

The rejection asserts that Boyer teaches incorporation of cellulose derivative 
at 12.5%; and, as that falls within the claimed range of binding cellulose derivative, it 
discloses the claimed limitation. The assertion mischaracterizes the reference. 

Boyer teaches that in fabricating its fenofibrate compositions, there is a step 
wherein the inert core is coated with, among other things, "an alcohol solution 
containing 12.5% by weight of a methylacrylic polymer" to make the inert core damp 
and sticky. Boyer, col. 2, lines 52-55. Then, fenofibrate is sprayed onto the damp 
and sticky cores. Boyer, col. 2, lines 55-56. The alcohol solution of Boyer is not to 
be confused with the claimed formulation because, at the very least, it does not 
contain fenofibrate. Boyer's 12.5% solution of methylacrylic polymer in alcohol has 
no relation to the claimed pharmaceutical composition wherein binding cellulose 
derivative represents between 2-15% by weight of the composition. Accordingly, 
Boyer does not teach or suggest the claimed invention. 

Further, the structure of the granules of the Boyer formulation is distinct from 
those claimed here. Notably, Boyer discloses the successive layering of an active 
agent on an inert core with the assistance of a binder. Specifically, an alcohol 
solution of a water soluble (hydrophilic) binder is applied to the surface of an inert 
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core. Dry, microcrystalline fenofibrate is then added to the tacky binder layer; and 
the binder is quickly dried. If the tacky binder layer is not quickly dried, the 
microcrystalline fenofibrate particles will deform, and lose the dissolution benefits 
associated with the microcrystalline fenofibrate. The layering of binder and 
fenofibrate is repeated until the requisite quantity of fenofibrate has been applied to 
the inert core. Finally, the granules are coated with a protective layer. See col. 2, 
line 38 - col. 3, line 12. 

Given Boyer's layering technique, and the resulting structure, there is no 
active layer in Boyer having fenofibrate, surfactant, and binding cellulose derivative, 
and wherein the binding cellulose derivative is 2-15% by weight of the combination of 
the neutral core, the fenofibrate, the surfactant, and the binding cellulose derivative. 

Finally, the rejection fails to show how Boyer might be combined with any of 
the other references to teach or suggest the claimed invention. Notably, Boyer does 
not cure the deficiencies of Curtet in that it fails to teach or suggest any modification 
of either formulation resulting in the combined ingredients of the instant claims. 
Even if one were to arrive at such a combination, there has been no showing that the 
references teach or suggest the relative quantities claimed. Accordingly, Boyer fails 
to cure the deficiencies of Curtet, and vice versa. 

Stamm, USPN 6,074,670 

Stamm is also distinguishable, and it fails to cure the deficiencies of either of 
Boyer or Curtet. 

Stamm describes pharmaceutical formulations containing micronized 
fenofibrate, surfactant, and a binder of hydroxypropylmethylcellulose (HPMC). The 
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rejection asserts that Stamm teaches a pharmaceutical formulation as claimed 
comprising HPMC at 5-40%, and that the disclosed range overlaps with the claimed 
range of binding cellulose derivative. Again, this is a mischaracterization of the 
reference. 

As in Boyer, StamnVs reference is to an intermediate processing step using a 
suspension to fabricate the ultimate pharmaceutical formulation. Stamm, col. 6, lines 
16-37. That suspension is not a pharmaceutical formulation as in the instant claims, 
and does not contain the claimed elements. As such, the HPMC quantitative 
calculation is made relative to a separate solvent-containing suspension, not a 
pharmaceutical composition as claimed. Accordingly, Stamm does not teach or 
suggest the claimed invention, either alone or in combination with any of the other 
cited references. 

In a paragraph bridging columns 4 and 5, Stamm describes various 
components that can be included in its formulation. Among those is a hydrophilic 
polymer. As used by Stamm, the term "hydrophilic polymer" is defined at col. 4, lines 
14-21 . Examples include polyvinylpyrrolidone, poly vinyl alcohol, 
hydroxymethylcellulose, hydroxypropylmethylcellulose, etc. The hydrophilic polymer 
may represent 20-60% by weight of the composition, and preferably 25 to 45% by 
weight. Thus, StamnrTs formulations are well outside the claimed range of 2-15% by 
weight. As shown in more detail below, various filings associated with the Stamm 
patent teach away from the claimed invention by demonstrating improvement in 
fenofibrate bioavailability by increasing, not decreasing, the amount of binding 
cellulose derivative. 
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Stamm's hydrophilic polymer quantities are determined excluding an optional 
outer layer. To clarify that applicants' binding cellulose derivative is likewise 
determined exclusive of any such optional added layers, and thereby more clearly 
distinguish the claimed invention over the Stamm reference, applicants have 
amended claim 34 such that the binding cellulose derivative is measured relative to 
the combination of only the neutral core, and the fenofibrate, the surfactant, and the 
binding cellulose derivative of the active layer. As such, applicants restrict the 
claimed quantities of binding cellulose derivative by excluding from that calculation 
other agents and excipients, and the calculation is performed in a manner consistent 
with that in Stamm. 

As discussed above, Stamm and its related applications and proceedings, 
teach away from the claimed invention by showing that increased binding cellulose 
derivative relative to fenofibrate improve bioavailability of fenofibrate. 

Stamm '670 is the US equivalent of EP 0952829. Both claim priority to FR 
9700479; and both are owned by Fournier, and relate to TRICOR® 160 mg. 
(LIPANTHYL® 160 mg is the tradename used for TRICOR® 160 mg in Europe; 
Annex 1 is from the website of SOLVAY PHARMACEUTICALS, which acquired 
Fournier in 2005.) 

EP 09528829 was granted March 5, 2003. An opposition proceeding was 
instituted against this patent on December 5, 2003 by Ethypharm, the owner of the 
instant application. As a result of the opposition proceedings, the patent was 
amended but maintained. Ethypharm appealed that decision December 1 1 , 2006. 
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On June 23, 2006, Fournier, through its counsel, Hirsch & Associes, filed 

papers in the European Patent Office in preparation of the oral proceedings held on 

July 3 and 4, 2006 (Annex 2). Excerpts of the papers are attached and include: 

Observations submitted with the letter of Hirsch & Associes, dated 
June 23, 2006 (pages 2 - 3); 

Table of prior art relative to EP '829; 

D1a(Boyer US 4,800,079); 

D44: page ll-A-7 extracted from the file of LIPANTHYL® 1 60 mg for 
approval by the French Health Administration (The French "FDA"); 

D46: a letter addressed to the French Health Administration, about 
LIPANTHYL® 200 and 67 mg. 

Also enclosed is an English translation of the encircled passage of Section 4 
of the Observations (Annex 3). That passage includes the statement: "In order to 
respond to the objection, the patentee provides data from his file for approval [to] the 
French Agency of Sanitary Security of Health Products (AFSSAPS):" The 
information is taken from the file for product approval for LIPANTHYL® 160 mg to 
the French equivalent of the FDA. 

That passage refers to the dissolution results of three fenofibrate formulations: 
18.66% PVP, 25.60% PVP, and 31 .45% PVP. The lowest concentration of PVP is 
18.66%. EP '829 does not teach or suggest pharmaceutical formulations including 
PVP concentrations within the presently claimed range. 

Fournier describes D44 in its Table of Prior Art as a "Report on Dissolution 
(variation quantities of PVP)." It is taken from the application for regulatory approval 
of LIPANTHYL® 160 mg to the French equivalent of FDA. D44 also references 
three fenofibrate formulations varying in PVP concentration, but expresses relative 
cellulose concentration as fenofibrate/povidone, and lists them as: 2/1 , 4/3, and 1/1. 
Although not expressly stated, it stands to reason that the 2/1 formulation 
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corresponds to 18.66 % of PVP; the 4/3 formulation corresponds to 25.60% of PVP; 
and the 1/1 formulation corresponds to 31 .45% of PVP as the data are taken from 
the application for regulatory approval of the same product. 

From D44, we know that the percentage of PVP in LIPANTHYL® 160 mg 
(also TRICOR® 160 mg), is 18.66% or 25.60% or 31.45%. Although the publicly 
available information does not permit us to conclusively state which of those 
formulations is LIPANTHYL® 160 mg, it is of no moment. All three formulations 
contain a cellulose derivative concentration above the presently claimed range of 2- 
15%; and there has been no showing that Stamm teaches or suggests, explicitly or 
implicitly, formulations within the claimed range. 

Moreover, the D44 document shows that Stamm teaches away from the 
presently claimed formulations. Stamm's formulae containing the greatest amount of 
PVP (31 .45%) exhibited the best dissolution profile. Thus, the combined teachings 
of Fournier, including its regulatory filings and the Stamm references, show that the 
Fournier formulations (LIPANTHYL® [a.k.a. TRICOR®] 160 mg) improve the 
dissolution profile of fenofibrate by increasing PVP relative to fenofibrate. The 
relationship of fenofibrate to binding cellulose derivative in the Stamm/Fournier 
formulations is contrary to that found in Applicants' formulations. In Applicants' 
formulations the fenofibrate dissolution rate is improved by significantly reducing the 
relative concentration of binding cellulose derivative compared to the prior art. 

In support of that proposition, Applicants submit herewith a Declaration of 
George Bobotas, as it was submitted in related U.S. Application Serial No. 
10/030,262 (Annex 4). The Bobotas Declaration shows that the presently claimed 
formulations can improve the dissolution profile of fenofibrate by reducing the 
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percentage of polymer and increasing the percentage of fenofibrate. Applicants' 
presently claimed formulations thus increase fenofibrate bioavailability which, in turn, 
permits a substantial reduction of fenofibrate dosage while providing the same 
therapeutic effect (see, e.g., page 2, paragraph 4 of the Bobotas Declaration). 

The Bobotas Declaration shows that, contrary to the teachings of Stamm, 
fenofibrate dissolution is enhanced in certain formulations by decreasing - rather 
than increasing - the relative concentration of cellulose derivative. Thus, the 
presently claimed invention would not have been obvious in view of Stamm, either 
alone or in combination with the other cited references. 

Finally, Stamm fails to cure the deficiencies of either Boyer or Curtet, or any of 
the other cited references. As discussed above, Stamm teaches that to improve 
bioavailability of fenofibrate, the relative concentration of binding cellulose derivative 
should be increased from about 20% by weight. Neither Boyer nor Curtet have been 
shown to teach or suggest decreasing that amount. Accordingly, Stamm, taken 
alone or in combination with the other cited references, fails to teach or suggest the 
claimed invention. 

The Remaining References 

The remaining references also fail to cure the various deficiencies of the 
Curtet, Boyer, and/or Stamm. The pslgroup.com document is relied upon as 
teaching "administering a micronized from of the drug fenofibrate to a set population 
with high serum triglyceride and hyperlipidemia"; but "fails to teach how the 
pharmaceutical composition comprising fenofibrate was formed." Applicants 
acknowledge that micronized fenofibrate was known in the art, as was its use in 
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treating high serum triglycerides and hyperlipidemia. However, it has not been 
shown that the reference teaches or suggests any other material elements of the 
claimed invention. Thus, there is no prima facie case of obviousness in combining 
the pslgroup.com reference with the other cited references. It is at best merely 
cumulative of the other references disclosing micronized fenofibrate. 

Similarly, the HHS FDA CDER ("CDER") reference fails to cure the 
deficiencies of any of the other cited references. The CDER reference 
acknowledges the existence of the food effect in certain pharmaceuticals, and 
provides Guidance for Industry in designing and presenting "Food Effect 
Bioavailability and Bioequivalence Studies." Notably, the reference fails to teach 
how to eliminate the food effect, but instead focuses on how to identify it, assess it, 
and measure it, among other things. Further, the reference does not address the 
food effect in any particular active agent, and thus does not teach or suggest how it 
might be reduced or eliminated in the specific case of fenofibrate. Thus, the CDER 
reference fails to cure the deficiencies of the other cited references. 

Munoz also fails to cure the deficiencies of the other references. Munoz is 
relied upon as showing that Lipanthyl 200 Micronized has reduced food effect 
relative to Lipanthyl 300 Micronized. However, there is no showing that the reported 
result would teach or suggest the claimed invention. Applicants acknowledge that 
workers in the field have been striving to enhance fenofibrate bioavailability and 
reduce or eliminate the food effect associated with its administration. The Munoz 
reference, however, seems to be nothing more than a report of the advantages of 
micronized fenofibrate. The existence of micronized fenofibrate in the prior art is 
recognized and admitted throughout applicants' specification. E.g.,U 0008. 
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Additionally, micron ized fenofibrate is disclosed and used in several other cited 
references, e.g., Stamm and Boyer. There is no showing how the Munoz reference 
cures the deficiencies of any of the other references beyond the mere disclosure of 
micronized fenofibrate. As such it appears to be merely cumulative. Accordingly, 
the Munoz reference, alone or in combination with any of the other references, fails 
to teach or suggest the claimed invention. 

Double Patenting 

Applicants acknowledge the double patenting rejection, and upon indication of 
allowable subject matter, will submit a terminal disclaimer relative to USSN 
11/509,806. 
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Conclusion 

In view of the foregoing amendments and remarks, applicants respectfully 
request reconsideration and withdrawal of all outstanding rejections. Applicants 
submit that the claims are now in condition for allowance, and respectfully request 
formal notification to that effect. If, however, the Examiner perceives any 
impediments to such a notice of allowability, whether substantive or formal, the 
Examiner is encouraged to call Applicants' attorney at the number provided below. 
Such informal communication will expedite examination and disposition of this case. 

Respectfully submitted, 
Buchanan Ingersoll & Rooney pc 

Date: February 29. 2008 

P.O. Box 1404 
Alexandria, VA 22313-1404 
703 836 6620 
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TRICOR® (Lipanthyl®) is a very successful fenofibrate which 
was added to our portfolio after the acquisition of Foumier 
Pharma. Therapeutic doses of TRICOR® produces elevation 
of the 'good' HDL cholesterol, a reduction in the content of the 
'bad' LDL cholesterol, and a substantial reduction in 
triglycerides (major component of fat tissue). The active 
ingredient in fenofibrate is fenofibric acid. Fenofibric acid 
inhibits the synthesis of cholesterol as well as enhancing its 
elimination as bile salts, while in addition both inhibiting the 
synthesis of triglycerides and enhancing their breakdown. In 
the US, where fenofibrate is co-promoted under the brand 
name TRICOR® with Abbott, the product has become a 
blockbuster. 



Four classes of drugs are commonly used to lower cholesterol: statins, fibrates, bile acid 
sequestrants and nicotinic acid. Statins have the highest market share, but there is an 
increasing tendency for combination therapy because one drug is often not enough to lower 
cholesterol to normal levels and combinations allow treatment more specifically suited to 
individual patients' needs. 
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OBSERVATIONS EN VUE DE LA PROCEDURE ORALE DES 3 ET 4 JUILLET 2006 
OPPOSITION FORMEE A L'ENCONTRE DU BREVET EP-B-0952829 



Pour la procedure orale a venir, le brevete souhaite repondre ce qui suit. 

1) . Personnes presentes. 

Le mandataire, Francois Pochart, sera accompagne des personnes suivantes (etant eniendu que 
l'expose des faits, preuves et arguments sera efiectue par le mandataire). 
Pierre Diebolt, mandataire europeen et salarie du brevete; 

Aude Gruber, ingenieur brevet debutante et salariee du brevete, agissant pour la 
procedure comme assistante du mandataire; 
Philippe Hubert, mandataire europeen; 

Bruno Racheboeuf, salarie du brevete et porteur d'un pouvoir; 
Martin Gosmann, mandataire europeen. 

2) . Nouveau x motifs. 

L'opposant SMB, intervenant a souleve le motif 100(c) ensemble 123(2) pour la premiere fois 
il y a seulement un mois. Le brevete ne peut pas s'opposer a I'examen d'un nouveau motif 
d'opposition lors d'une intervention, mais encore faut-i) que ces motifs soient souleves au 
moment de 1'intervention. Mais le motif sous 123(2) n'a ete souleve que tardivement, apres le 
delai de 1'intervention; en outre il n'est manifestement pas applicable a aucune des requetes en 
instance, puisque ces requetes ne font que combiner des revendications dependantes. 
Si la Division d'Opposition devait considerer ce motif proprio motu, en application de G9/91 
et G 10/91, le brevete souhaite rappeler les limites de la saisine (fofHce d'une division 
d'opposition. 

"Ainsi. une division d'opposition peut. en application de Varticle 114(1) CBE, sou lever 
d'ojfice un motif d'opposition qui ne soil pas couvert par la declaration visee a la regie 
55c) CBE, ou examiner un motif invoque par Vopposant (ou mention ne par un tiers en 
vertu de Particle J 15 CBE) apres Vexpiration du delai prevu a Varticle 99 (I) CBE. 
Parallelement, la Grande Chambre tient a souligner qu'il ne devrait etre procede 
devant la division d'opposition a I 'exam en de motifs qui ne sont pas reellement 
compris dans la declaration selon la regie 55c) CBE, a litre d'exception au principe 
etabli par la Chambre au point 6 ci-avant, que dans des affaires ou, de prime abord, il 
existe de solides raisons de croire que ces motifs sont pertinents et qu'ils 
s'opposeraient en total it e ou en partie au maintien du brevet europeen." (G9/9I, 
motifs) 

"A litre exceptionnel, la division d'opposition peut, en application de {'article )N(I) 
CBE, examiner d'autres motifs d'opposition qui, de prime abord, semblent en tout ou 
partie s'opposer au maintien du brevet europeen. (CI 0/91, sommaire)" 
Les conditions "de prime abord" ne sont manifestement pas remplies en J'espece. 
Si ce motif devait etre invoque, le brevete se reserve la possibility de presenter de nouvelles 
requetes visant a repondre a ce nouveau motif. Dans la mesure ou ce motif est manifestement 
tardif. le brevete doit etre en mesure de repondre, et ce jusque pendant la procedure orale. 
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3). Documents tardifs. 

Tant Elhypharm que SMB ont produit de nouveaux documents et resultats de tests. Le brevete 
rappelle que dans sa reponse de Novembre 2005 il avail demande des precisions quant aux 
conditions experimentales, et que celles-ci n'ont ete fournies que ties tardivement. Le brevete 
est done place dans une situation difficile, n'ayant pas le temps de preparer de contre- 
expertise. 

Les documents cites ne son! pas plus pertinents que ceux deja cites et sont done tardifs 
pareillement. 

Ces documents doivent done etre ecartes. 



4) . Nouveaux documents. 

Le brevets depose ce jour de nouveaux documents, qui visent a repondre aux objections 
soulevees par les opposants tardivement, et notamment en ce qui concerne les tests. Dans la 
mesure ou le brevete dispose d'un dispositif Glatt, ma is dans une usine, que cette usine est dite 
GMP, et que la modification d'un processus GMP implique des modifications et des controles 
tres stricts, il a ete impossible pour le brevete de reproduire les tests foumis par les opposants. 
Pour repondre a I'objection, le brevete fournit des elements tires de son dossier 
dliomologation devant Tagence francaise de securite sanitaire des produits de sante 
(Afssaps): 

resultats de dissolution pour une variation de la quantite de PVP dans un comprime 
(la quantite peut etre rapport ee par homothetie a celle de I'exemple du brevet), ce 
qui correspond aux pourcentages suivants 18,66%, 25,60% et 31.45%; 
resultats de dissolution pour des compositions selon 1'invention et selon 1'etat de la 

technique (precedent produit du brevete), granule ou comprime; 

Par ailleurs, pour repondre a robjection relative aux modifications de l'autorisation de mise 
sur le marche, le brevete verse aux debats ses echanges avec 1'autorite sanitaire. (Le fait que le 
numero de l'autorisation administrative n'ait pas ete modi fie ne signifie en rien que le contenu 
de celle-ci n'a pas change.) Le brevete precise en outre que le dictionnaire Vidal est edite par 
une societe privee qui n'a aucun lien avec I* Afssaps. 

Enfin, le brevete depose un document Dla ; qui n'est que le correspondant US-P-4800079 du 
document Dl. Dla decrit clairement dans sa revendication 1 que la technologie est une forme 
retard ou prolongee {"granules with controlled release of fenofibrate"), el non a liberation 
immediate. Ce document est motive par I'argument que Dl est considere par les opposants et 
intervenants corrune decrivant une liberation immediate. Ce document n'etant que le 
correspondant americain de Dl, il doit etre admis dans la presente procedure et n'est pas 
tardif. Le contenu technique de ce document est repute etre identique a celui de Dl. 

5) . Liste de documents. 

Le brevete a prepare un listing avec une numerotation des documents qu'il propose de suivre 
pour la procedure orale a des fins de simplicite, la numerotation commencant comme indique 
par la Division d'Opposition dans son opinion preliminaire. 
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[57] ABSTRACT 

A granular medicine based on fenofibrate, each granule 
comprising an inert core, a layer based on fenofibrate, 
and a protective layer, the medicine being characterized 
in that the fenofibrate in the layer based on fenofibrate 
is present in the form of crystalline microparticles of 
dimensions not greater than 30 microns, and preferably 
less than 10 microns. 

7 Claims, No Drawings 
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Under these conditions, h will be understood that 
MEDICINE BASED ON FENOFIBRATE, AND A there is no need to take h more than once a day. 

METHOD OF PREPARING IT It has been observed that fenofibrate has poor solubil- 

ity in aqueous liquids, thereby giving rise to non- 
The present invention relates to a medicine based on 5 uniform absorption in the digestive tube, and in accor- 
fenofibrate, and also to a method of preparing rt_ dance with the present invention a galenical preparation 

BACKGROUND OF THE INVENTION ^^^u^*^™"* ^ 

It is recalled that fenofibrate is isopropyl para-(4- qitvtmawv op tot: im/cxmnw 

chlorcte^yrhp^oiyisobutyrale. In the present ap- !0 SUMMARY OF THE INVENTION 

plication, the term "fenofibrate and its derivatives" is The present invention provides a medicine based on 
used to designate compounds having formula 1: fenofibrate and in the form of granules, each granule 

comprising an inert core, a layer based on fenofibrate, 
rj (i) and a protective layer. In the layer based on fenofibrate, 

15 the fenofibrate is present in the form of crystalline mi- 
I 1 croparticles of dimensions not greater than 30 microns, 

and preferably less than 10 microns. 




^ In accordance with the present invention, this struc- 

^ 3 ture is obtained by a method including a step of project- 
R * 20 ing a damp and sticky outer layer onto the inert cores, 

followed by a step of projecting fenofibrate microparti- 
in which: cles onto the damp layer with the dampness being rap- 
Rl represents a phenyl group or a phenyl group sub- idly evaporated in order to prevent it from dissolving 
sthuted by one or more — CH3. CFj or by halogens (in the fenofibrate microparticles while ncvcr-thc-Iess fix- 
particular fluorine, chlorine, or bromine); 25 ing said fenofibrate microparticles onto the cores, with 
R2 and R3 independently represent a hydrogen atom said two steps being repeated until a sufficient quantity 
or a halogen atom (preferably fluorine, chlorine, or of fenofibrate has been fixed onto the cores, 
bromine), an alky] or an alkoxy group having I to 5C or The damp and sticky layer ma y advantageously be 
one of the following groups: — CF3, — SCH3, constituted by a solution of a polymer in alcohol or by 
— SOCHj, — SO2CH3, or — OH; and 30 an aqueous suspension of the polymer, and the alcohol 
Y represents one of the following groups: — OH; solution may be prepared using alcohols which are 
inferior alkoxy, preferably in Cj-O; — NR4R5; commonly used in pharmacology. 
— NHCH2CH2NR4R5; or — O-alkylene-httURs. with 

the alkylene having, in particular, two to six atoms of MORE DETAILED DESCRIPTION 
carbon, and with R-» and R5 being identical or different 35 There follows a description, by way of example, of 
and each representing a hydrogen atom or one of the the manufacture of one embodiment of a medicine in 
following groups: C1-C5 alkyl, C3-C7 and preferably accordance with the present invention. 
Cs-Ce cycloalkyl; aryl or aryl substituted on" the arc- Inert grains for forming the inert cores are prepared 
malic residue by one or more halogen, methyl, or in conventional manner. For example, each grain may 
—GF} groups; or else R4 and R5 constitute, together 40 be a sucrose crystal having a diameter of 0.3 mm. A 
with the nitrogen atom to which they are connected, suspension of maize starch is sprayed onto the crystals, 
one fo the following groups.- either an n-heterocycUc the suspension comprising 27% by weight of maize 
group having 5 to 7 vertices capable of enclosing a starch in a hot sugar solution (prepared, for example, by 
second hetero-atom selected from N, O, and S, and dissolving 73 kg of sugar in 32 kg of water: 27 kg starch, 
capable of being substituted; or else an amide residue 45 73 kg sugar, 32 kg water). The sugar solution b pro- 
derived from lysine or cysteine. jected at 50* C into a turbine which is itself heated to 

Naturally, the expression "fenofibrate and its deriva- 50* C The quantity projected is adjusted so that the 

trves" also covers the salts that can be obtained from diameter of each grain increases from 0.3 mm to 0.6 

compounds of formula I by adding pharmaceutical] y mm, with the grain having about 2556 by weight starch 

acceptable acids. 50 and about 75% sucrose, once the water has evaporated 

Fenofibrate is used in the treatment of adult endoge- from the sugar solution, 

nous byperlipidaexaia, hypercholesterolemia, and Thereafter, the inert cores are rotated in a turbine and 

hypertrigylceridaemia. Thus, in an adult being treated they are dampened with an alcohol solution containing 

with 300 to 400 mg per day of fenofibrate, there can be 12.5% by weight of a methylacryfac polymer (95* alco- 

observed a 20% to 25% reduction in chlolesterolaemia 55 hoi). The grains become damp and sticky. Fenofibrate 

and a 40% to 50% reduction in triglyceridaemia. powder is then projected onto them, with the powder 

The unaltered substance is not found in plasma. The being obtained by crushing fenofibrate crystals until 

major plasmatic metabolite is fenofibric acid. microparticles are obtained. A typical powder has the 

On average, the maximum concentration in plasma is following partical size distribution: 

reached five hours after taking the medicine. The aver- 60 100% < 30 microns 

age concentration in plasma is about 50 micrograms/ml 99.5% <20 microns 

for a dose of 300 mg of fenofibrate per day. This level is 98% < 10 microns 

stable throughout continuous treatment. 88% < 5 microns. 

Fenofibric acid is strongly bound to plasmatic albu- The grains are then immediately dried very rapidly in 

mm and can displace an ti vitamins K from protein fixing 65 order to prevent the alcohol from having enough time 

sites and potentialtze their anticoagulant effect, to dissolve the fenofibrate (a flow of air is passed 

The half-life for eliminating fenofibric acid from through the turbine). This avoids destroying the mi- 
plasma is about twenty hours. cr opart iculale structure which offers a considerable 
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area for encouraging absorption. A single t hi c kness of 
microparticlcs is thus deposited on the sticky grain 
where the microcapsules are fued by adherence. The 
operations of dampening-projec ting-drying may be per- 
formed in about one or two minutes. These operations 
of dampening the core and projecting microparttcles 
are repeated until all of the powder has been incorpo- 
rated. 

Finally, a protective coating is applied, eg. a thin 
layer of methacrylic polymer, representing about 1 % 
by weight of each granule. 

Granules obtained in this way are put into capsules, 
with a dose of 250 mg of fenofibrate per capsule. 

The fenofibrate layer structure is similar to that of a 
sponge, with the pores containing micro particles of 
fenofibrate. The sponge is constituted by a binder which 
is soluble in an aqueous medium: methacrylatc or 
polyvinylpyrolidone. Once the binder has dissolved, the 
microp articles of fenofibrate are released and can pre- 
vent their entire areas to the process of absorption in the 
intestinal aqueous medium. 

One example of formulation b as follows: 



fenofibrate 400 kg 

tnen grains 1 10 kg (sugar and/or starch) 

polyvinytpyralidone 20 kg 

and/or mdlacrytatc 



Of the last 20 kg, about 5 kg are used for making the 
protective envelope (about 1 % of the total weight) and 
the remainder (about IS kg) is used for binding the 
microparticlcs of fenofibrate, with alcohol being used 
temporarily as the solvent. 

The quantity of binder is determined so that at least 
65% of the fenofibrate is released in one hour in a water 
based liquid medium. 

This fraction can be measured as follows: the con- 
tents of a capsule is placed in a flask containing 3 5 ml of 
a medium having a pH of I -5. The flask is stirred at 30 
rpm and at 37* C. Alter stirring for one hour, the per- 
centage of fenofibrate that has been released from the 
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galenical preparation in accordance with the invention 
is greater than 65%. 

Composition of the medium: 
118 ml normal hydrochloric acid 
5 84 ml solution of normal sodium hydroxide distilled 
water: enough to obtain 1000.0 ml of medium. 
The pH of the medium lies between 1.4S and 1.55. 
Medicines in accordance with the invention have also 
shown reductions in variability of blood concentrations 
10 both inter and intra patient (Le. on the same patient or 
between different patients). 
I claim: 

1. Medicine in the form of granules with controlled 
release of fenofibrate, each granule comprising an inert 

15 core, a layer based on fenofibrate and a protective layer, 
wherein the improvement comprises the layer based on 
fenofibrate containing the fenofibrate in the form of 
crystalline microparocles of dimensions not greater 
than 30 microns* said micro panicles being included in 

20 the pores of an inert matrix soluble in water. 

2. A medicine according to claim 1, wherein the inert 
matrix is composed by a binder selected from the group 
comprising: methacrylic polymers, polyvinylpyroli- 
done, mixtures thereof; cellulose derivatives; and poly- 

25 ethylene glycols. 

3. A medicine according to claim 1, wherein the inert 
core has a diameter of about 03 mm to about 0.6 mm 
and is constituted by a substance selected from the 
group comprising: glucose, sucrose, lactose, and their 

30 equivalents, and starch, and mixtures thereof. 

4. A medicine according to claim 1, wherein the 
protective layer represents about I % by weight of each 
granule, and is formed of a substance selected from the 
groop comprising: methacrylic polymers, polyvinyl- 

35 pyrolidone, mixtures thereof; cellulose derivatives; and 
polyethylene glycols. 

5. A medicine according to claim 1, wherein the 
quantity of binder is such that the quantity of fenofi- 
brate liberated in one hour in an aqueous liquid is not 

40 less than 65%. 

6. Medicine according to claim 1 wherein the dimen- 
sions of said microparticles are less than 10 microns. 

7. Medicine according to claim 3 wherein the starch 
is maize starch. 
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Three formulations with fenofibrate/povidone K25^rio of 2/1 - 4/3 and 1/1 were 
manufactured and a dissolution test was performqffijhe results show that dissolution 
is fast and complete for the formula containing s^^io fenofibrate/povidone equal to 1. 
For the formulae presenting a ratio fenofibrggjfcvidone less than 1, the dissolution is 
slowed down. 



[I Time 
j (in minutes) 

_=__ — _< 


S^f/ Fenofibrate/povidone K2S ratio 


w i 


4/3 


1/1 


y^Ffenofibrale 
^Hnssolved (%) 


FenoGbrate 
dissolved (%) 


Fenofibrate 
dissolved (%) 


<* 


0 


0 


0 




31.6*4.4 


46.2-1.8 


81.0*2.0 




53.2-4.4 


73.9 - 4.6 


95.1 * 1.4 


20 

— = 1 


78.9 ± 2.9 


94.9^:7.0 


99.2*0.2 | 



Dissolved fenofibrate = {(quantity of povidone) 




-Ratio 2/1 
-Ratio 4/3 
-Ratio i/1 
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ANNEX 3 



In order to respond to the objection, the patentee provides data from his file for approval the 
French Agency of Sanitary Security of Health products (AFSSAPS): 

Dissolution results depending on the amount of PVP in a tablet (the amount is in a 
homothetic ratio to the example of the patent), which corresponds to the following 
percentage: 1 8.66 %, 25.60 % and 3 1 .45 %; 

Dissolution results for compositions according to the invention and according to prior 
art (previous product from the patentee), granule or tablet. 



Declaration under 37 C.F.R. § 1.132 
U.S. Application No. 10/030,262 

PATENT APPLICATION 
IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

In re application of: 

Bruno CRIERE et al. Atty. Dck. No. 017751-030 

Serial No.: 10/030,262 Group Art Unit: 1615 

Filed: April 17, 2002 Examiner: Channavajjala, Lakshi Sarada 

For: PHARMACEUTICAL COMPOSITION CONTAINING FENOFIBRATE AND THE 
PREPARATION METHOD 

DECLARATION UNDER 37 C.F.R. §1,132 

Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Sir: 

I, George Bobotas, Ph.D., hereby declare and affirm that: 

1. I am employed as Vice President, Scientific Affairs at Reliant Pharmaceuticals, 
Inc., the exclusive licensee of the above-identified patent application. 

2. I have over 25 years of clinical and scientific affairs experience with leading 
pharmaceutical and clinical development organizations. I have extensive 
research experience and am a member of numerous professional organizations, 
including the American Association for the Advancement of Science, the New 
York Academy of Science, and the American Chemical Society. I previously 
worked as the Executive Director, CNS Center for Covance Inc., where I 
managed the operational, scientific, and financial aspects of the Center. Prior to 
Covance, I led Scientific Affairs and Licensing for Somerset Pharmaceuticals, 
Inc., New Product Licensing and Evaluation for Mylan Laboratories Inc., and 
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Declaration under 37 C.F.R. § 1.132 

U.S. Application No. 10/030,262 

biochemistry and pharmacokinetics for Forest Laboratories, Inc. In addition, I 
am a listed inventor on five issued U.S. Patents and numerous U.S. patent 
applications. I hold a Doctorate in Biochemistry from City University of New York 
and Masters Degrees in Biochemistry from the City University of New York and 
in Physical Chemistry from Smith College. 

3. I am submitting this Declaration in support of the referenced patent application. I 
am familiar with the subject matter described and claimed in the application. I 
am also familiar with U.S. Patent No. 4,895,726 ("the '726 patent") and U.S. 
Patent No. 6,074,670 ("the '670 patent"). 

Comparison Of Formulations Covered By The Present Invention 
To Commercial Embodiments Of The '726 Patent And The '670 Patent 

4. I designed and supervised the performance of a comparison between 
pharmaceutical formulations covered by the present invention and commercial 
embodiments of the '726 and '670 patents. Several sets of comparative data are 
presented in this Section (Studies A, B and C). The data show that, with a 
healthy low-fat diet, on a per-milligram basis, fenofibrate formulations according 
to the present invention are more bioavailable than the commercial fenofibrate 
formulations covered by the 726 patent and/or the '670 patent. The data also 
show that by increasing the percentage of fenofibrate and reducing the 
percentage of polymer (in comparison to the amounts disclosed in the '670 
patent), we can achieve a substantial increase in fenofibrate bioavailability, 
which, in turn, permits a substantial reduction in fenofibrate dosage while 
providing the same therapeutic effect. 

Study A 

5. Study Design - A randomized, single-dose, crossover study to assess the 
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relative bioavailability of 130 mg ANTARA® fenofibrate capsules 1 versus 200 mg 
TRICOR® fenofibrate capsules 2 in healthy adult subjects following consumption 
of a therapeutic lifestyle change (TLC) meal. 29 healthy adult males and 
females completed the study. Following randomization, subjects received a 
single dose of medication at the beginning of each treatment period. After 
completion of the first period, subjects crossed over. A washout period of at 
least 14 days occurred between treatment periods. Blood samples for the 
determination of plasma fenofibric acid were drawn prior to dosing and 
periodically up to 168 hours after dosing. 

6. Pharmacokinetic Results - The following TABLE 1 summarizes selected 

pharmacokinetic parameters for fenofibric acid following a TLC meal (arithmetic 
mean (± SD)) and the ratios of least square means for In-transformed data (with 
90% confidence intervals): 



TABLE 1 



Parameter 


Treatment A: 130 
mg ANTARA® 
capsules 


Treatment B: 200 
mg TRICOR® 
capsules 


Ratio of LSM 
A/B% (90% CI) 


AUCo-cofng-h/ml) 


132,387 (±40,251) 


162,332 (±45,509) 


83.2 (75.9-91.3) 


C max (ng/ml) 


7,565 (±1 ,593) 


7,554 (±2,934) 


105.7 (90.5-123.5) 


T ma x (h) 


4.21 (±0.632) 


4.58 (±0.508) 


N/A 



7. The following TABLE 2 compares the relative bioavailability of the 130 mg 
fenofibrate formulation covered by the present invention, versus the 200 mg 
TRICOR® capsules covered by the 726 patent, on a per-milligram basis by 



1 This product, distributed by Reliant Pharmaceuticals, Inc., is covered by the present invention. The 
exact formulation of ANTARA® is a trade secret. 

2 Abbott Laboratories, Inc., the distributor of 200 mg TRICOR® fenofibrate capsules, listed the 726 patent 
in the Food and Drug Administration's "Approved Drug Products With Therapeutic Equivalence 
Evaluations" (also known as the "Orange Book") as covering the product 
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comparing AUCq.^ 
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TABLE 2 



Treatment 


Mean AUCo-«. 


Mean AUCo.o,per mg 
fenofibrate 


% increase in 
bioavailability per mg 


130 mg 

ANTARA® 

capsules 


132,387 


1,018 


25.5% 


200 mg 

TRICOR® 

capsules 


162,332 


811 





8. Conclusions - This single dose study compared the bioavailability of 1 30 mg 
ANTARA® fenofibrate capsules covered by the present invention, versus 200 mg 
TRICOR® fenofibrate capsules covered by the 726 patent, in subjects following 
consumption of a TLC meal. The formulation according to the present invention 
(130 mg ANTARA® capsules) showed a 25.5% increase in bioavailability on a 
per-milligram basis, as compared to the formulation covered by the '726 patent 
(200 mg TRICOR® capsules). 

Study B 

9. Study Design - A randomized, multiple-dose, crossover study to assess the 
relative bioavailability of 130 mg ANTARA® fenofibrate capsules versus 200 mg 
TRICOR® fenofibrate capsules at steady state in healthy adult subjects on a 
therapeutic lifestyle change (TLC) diet. 26 healthy adult males and females 
completed the study. Following randomization, subjects received a single dose 
of medication daily for 7 days. After completion of the first period, subjects 
crossed over to the alternate treatment for 7 days. A washout period of at least 
14 days occurred between treatment periods. Blood samples for the 
determination of plasma fenofibric acid were drawn on day 1 prior to the first 
dosing and at steady state on day 7 of each treatment period, just prior to 
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administration of the final dose of the study drug (time 0) and at 1, 2, 3, 4, 4.5, 5 f 
5.5, 6, 7, 8, 10, 12, 16 and 24 hours postdose. Trough blood samples were 
taken on days 4, 5, 6, 7 and 8 of each treatment period to establish whether 
steady state had been reached. 

10. Pharmacokinetic Results - The following TABLE 3 summarizes selected 

pharmacokinetic parameters for fenofibric acid at steady state following a TLC 
meal (arithmetic mean (± SD)) and the ratios of least square means for 1 n- 
transformed data (with 90% confidence intervals): 



TABLE 3 



Parameter 


Treatment A: 1 30 
mg ANTARA® 
capsules 


Treatment B: 200 
mg TRICOR® 
capsules 


Ratio of LSM 
A/B% (90% CI) 


Alices (ngh/ml) 


182,889 (±53,669) 


204,988 (±50,945) 


88.4 (84.0-93.0) 


Cmax. ss (ng/ml) 


12,664 (±2,685) 


13,810 (±2,781) 


91.7 (85.1-98.7) 


Tmax, ss (h) 


4.89 (±0.978) 


5.34 (±1.281) 


N/A 



1 1 .The following TABLE 4 compares the relative bioavailability of the 130 mg 
fenofibrate formulation covered by the present invention, versus the 200 mg 
TRICOR® capsules covered by the '726 patent, on a per-milligram basis by 
comparing AUC T , ss : 

TABLE 4 



Treatment 


Mean AUC T . ss 


Mean AUC TtSS per mg 
fenofibrate 


% increase in 
bioavailability per mg 


130 mg 

ANTARA® 

capsules 


182,889 


1,406 


37.3% 
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200 mg 


204,988 


1,024 




TRICOR® 








capsules 









1 2. Conclusions- This multiple-dose study compared the bioavailability of 130 mg 
ANTARA® fenofibrate capsules covered by the present invention, versus 200 mg 
TRICOR® fenofibrate capsules covered by the 726 patent, at steady state in 
subjects on a TLC diet. The formulation according to the present invention (130 
mg ANTARA® capsules) showed a 37.3% increase in bioavailability on a per- 
milligram basis, as compared to the formulation covered by the 726 patent (200 
mg TRICOR® capsules). 

Study C 

1 3. Study Design - A randomized, single-dose, crossover study to assess the 
relative bioavailability of 120 mg and 144 mg fenofibrate capsules covered by the 
present invention, versus 160 mg TRICOR® fenofibrate tablets 3 in healthy adult 
subjects following consumption of a National Cholesterol Education Program 
(NCEP) Step 1 low-fat diet. 15 healthy adult males completed the study. 
Following randomization, subjects received a single dose of medication at the 
beginning of each treatment period. After completion of each period, subjects 
crossed over. A washout period of at least 7 days occurred between treatment 
periods. Blood samples for the determination of plasma fenofibric acid were 
drawn prior to dosing and at 1, 2, 3, 4, 4.5, 5, 5.5, 6, 7, 8, 10, 12, 16, 24, 36, 48, 
72 and 96 hours after dosing. 

14. Pharmacokinetic Results - The following TABLE 5 summarizes selected 
pharmacokinetic parameters for fenofibric acid following a NCEP Step 1 low-fat 

3 Abbott Laboratories, Inc., the distributor of 160 mg TRICOR® fenofibrate tablets, listed the '670 patent in 
the FDA's Orange Book as covering the product. (The 726 patent is also listed; however, the 726 patent 
claims only cover capsules, not tablets, and therefore the 726 patent is not relevant to this product.) 
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diet (arithmetic mean (± SD)) and the ratios of least square means for In- 
transformed data (with 90% confidence intervals): 
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TABLE 5 



Parameter 


Treatment A: 
120 mg 

IcrHJIILMale 

capsules 


Treatment B: 
144 mg 

f cy n rvfi h ra tf> 
l t;l \\J \ \ \J \ die 

capsules 


Treatment 
C: 160 ma 

TRICOR 

tablets 


Ratio of 
LSM A/C% 

(90% cn 


Ratio of 
LSM B/C% 
(90% CI) 


AUCo-co 
(ng-h/ml) 


115.452 
(±18,889) 


132,467 
(±22,929) 


128,305 
(±30,672) 


91.6 

(86.8-96.7) 


105.1 

(99.6- 

110.8) 


Cmax 

(ng/ml) 


7,669 
(±1.234) 


8,750 
(±1387) 


6,708 
(±1,488) 


115.1 

(104.1- 

127.2) 


131.3 

(118.8- 

145.1) 


Tmax (h) 


4.07 
(±0.863) 


4.30 
(±0.702) 


3.93 
(±0.728) 


N/A 


N/A 



15. The following TABLE 6 compares the relative bioavailability of the 120 mg and 
144 mg fenofibrate formulations covered by the present invention, versus the 
160 mg TRICOR® tablets covered by the '670 patent, on a per-milligram basis by 
comparing AUCo-oc; 

TABLE 6 



Treatment 


Mean AUCo-» 


Mean AUCo-«,per mg 
fenofibrate 


% increase in 
bioavailability per mg 


120 mg 

fenofibrate 

capsules 


115,452 


962 


20.0% 


144 mg 

fenofibrate 

capsules 


132,467 


920 


14.7% 


160 mg 

TRICOR® 

tablets 


128,305 


802 
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16. Conclusions - This single dose study compared the bioavailability of 120 mg and 
144 mg fenofibrate capsules covered by the present invention, versus 160 mg 
TRICOR® fenofibrate tablets covered by the '670 patent, in subjects following 
consumption of a NCEP Step 1 low-fat diet. The formulations according to the 
present invention (120 mg and 144 mg capsules) showed a 20.0% and 14.7% 
increase, respectively, in bioavailability on a per-milligram basis, as compared to 
the formulation covered by the '670 patent (160 mg TRICOR® tablets). 

I hereby declare that all statements made herein of my own knowledge are true 
and that all statements made on information and belief are believed to be true; and 
further that these statements were made with the knowledge that willful false 
statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Code and that such willful false 
statements may jeopardize the validity of the application or any patent(s) issuing 
therefrom. 
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List of Attachments 

A. Product Insert Lipidil® 

B. Product insert Tricor® (67, 134 & 200 mg) 

C. 2002 Orange Book listing for Tricor® 

D. Product insert Tricor® (54 mg and 160 mg) 

E. Product insert for Tricor® (48 & 145 mg) 

F. Product insert for Antara® 



LIPIDIL* 

(Fenofibrate Capsules) 



DESCRIPTION 



LIPIDIL (fenofibrate capsules -5 a lipid regulating agent. H is available as capsules for >ra 
administration. Each capsule >niains 100 mg of fenofibrate. Each capsule also contains lactose. NF 
magnesium stearate, NF and rregelatinized starch, NF. The chemical name is 2-{4-(4-chlorobenzoyl 
phenoxy)-Z-methylpropanoir: am: \ methylethyl ester with the following structural formula: 



CH, CH, 
I I 
O — C — C — O— C — H 
I I I 
0 CHjO CH j 



L v rO- 



The empirical formula is C^H r ao 4 and the molecular weight is 360.84; fenofibrate is insoluble in water 
The melting point is 77-S2T -mofibrate is a white solid which is stable under ordinary conditions 

CLINICAL PHARMACOL * ^ 

The effects of LIPIDIL 100 mg tid on serum triglycerides were studied in two randomized, double-blind 
dinical trials'. 147 hypertriglyceridemic patients (Types IV and V) were treated for eight weeks undei 
protocols that differed only in that one entered patients with baseline triglyceride (TG) levels of 500 tr 
1500 mg/dL, and the other T( levels of 250 to 500 mg/dL In patients with hypertriglyceridemia anc 
normal cholesterol emia with o- without hyperchylomicronemia (Type IV/V hyperiipidemia), treat men 
with 1 LIPIDIL decreased primarily very low density lipoprotein (VLDL) triglycerides and VLDl 
cholesterol. Treatment of patients with Type IV hyperlipoproteinemia and elevated triglycerides ofter 
results in an increase of low -density lipoprotein (LDL) cholesterol as seen in the following table 0 
changes seen at the end >f treatment in patients with triglycerides of 500 to 1500 mg/dL 
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Changes in L.pid .m d Upop rot em Determinations. Type IV/ V Pa tients 

______ j.. acebo i iPmiL pOQ me rid) 



Mea 



% 

Change 



Baseline 

Mean 
(mg'dL) 



% 

Change 



Triglycerides 
Total 
VLDL 

Cholesterol 
Total 
HDL 
LDL 
VLDL 





^ 7 


726 


- . s i5 




4 19 


543 


>1 




0 


261 


14 




+ 5 


30 


- 23 




4 


103 


* 45 




♦ 11 


126 


49 



Net 

Difference 
(of %) 

- 62 
-70 



- 14 
+ 18 
+ 49 
-60 



The mechanism of action or LIPID-L has not been dearly ertabUshed in man. Fenofibnc acd. the .chv, 
„e_oUte of fenofibrate. iowers plasma triglyceride. apparently by inhibiting tnglycende syn*es,. 
malting in a reduction ot *D L leased into the orcul.bon, and by stimul.ring ^ ^'s m 
of triglyceride-rich lipoproteu a, VLDL). UPIDIL also reduce. senun unc »ad levels .,. 
hyperuricemic and norma! manuals by increasing the urinary excretoon of unc aao. 

Fenofibrate is well absorbed m«r the gastrointestinal tract Following oral admini.tration in health* 
volunteers, approximately >: . single radiolabeled 300 mg do* of fenofibrate appeared ,n the unn 
primarily as fenofibnc acul and ts glucuronate conjugate, and 25% wa. excreted m the feces. Peal 
pla-a levels of fenofibnc aoc • ccur within 6 to 8 hour, after administration, and the compound * 
eliminated with a half-life ot 2i> nours. Serum protein binding was approximately 99% m normal anc 
hyperiipidemic subjects. Jr. healthy volunteers, steady-state plasma levels of fenofibric acid were show, 
to be achieved within 5 davs o. oosing with 100 mg/day, and did not demonstrate accumulator, acros= 
timefoUowingmultiple dose administration. In elderly volunteers 77-87 years of age, the oral dearanc 
of fenofibric acid following a s.ngle oral dose of 100 mg was L2 UK which compares with 1.1 L/ n ... 
young adults. This ind.cate* mat a similar dosage regimen can he used in the elderly, w.thou 
increasing accumulation f »h» * nig or metabolites 

In a study in patients w,th srv«-re renal impairment (creatinine clearance < SO ml/min), the rate t.t 
clearance of fenofibric aoc wa.. greatly reduced, and the compound accumulated during chronic dosage 
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However, in patients having moderate renal impairment (creatinine clearance of 50 to 90 m l/min> the 
clearance and the oral volume of distribution of fenofibric add am inched compared to healthy 
adults. Therefore, the dosage of UPIDIL should be reduced in patient, who have severe renal 
impairment, while no modification of dosage is required in patients having moderate renal .mpairment. 

INDICATIONS AND USAGE 

UPIDIL (fenofibrate capsule.) is indicated as adjunctive therapy to diet for treatment of adult patients 
with very high elevation, of serum triglyceride level, fTypes IV ^ V hyperiipidemu who are atnsk 
of pancreatitis and who do not respond adequately to a determined dietary effort to control them. 
P.£nts who present such rtok typically nave serum triglyceride, over 2000 mg/dL and have .levrtions 
of VLDI^hol«terol as well a. fasting chylomicron. CType V hyprtipidemla). Subjects who consotendy 
have total serum or pla^ t^c^ below IQOOmg^ 

^S^S£^dm and ■ i J i jlu i f i m — obviating «* far pharm amrp#c 

mention. UPIDiLth.ropy.-y be forth*. ,ab)^wlmtrig^dede^omb^ H m 

1000 «>d 2000 mg/dL who have a history of panromlM, or of racumnt abdominal pain typical of 
pmtcroatms It is tecogsmed dMt mc Type IV pall i Hi with mglytand.. under 1000 mg/dL may, 
toouZ dietary or akohoUc ImMov convert to a Type V pattam with martve triglyceride 
elevations accompanying; lasting dhytomfc ronmmta, w* mc warn oi r J 
pancreatitis in such situations ha. not been s ds ys fai y studied. Drug therapy is not indicated for 

patients with Type I lijp mMpap kmmU who have elevations of chylomicrons and P*— »» 

triglycerides, but wtk> have normal iev^ erf vary W Inspection of P la-n. 

refrigerated for 14 hours is helpful in distinguishing Types I, IV and V hyperlipoproteinemia . 

The initial treatment for dyslipidamia Is dietary therapy specific far the type of lipoprotein abnormality. 
Excess body weight and excess alcoholic intake may be important factors in hypertriglyceridemia and 
should be addressed prior to any drug therapy. Physical exercise can be an important ancillary measure- 
Diseases contributory to hyperiipidemia, such as hypothyroids or diabetes meUltus should be looked 
for and adequately treated. Estrogen therapy, like thiazide diuretics and beta-blockers, is sometimes 
associated with massive rises in plasma triglycerides, especially in subjects with familial hypertrigiycen- 
demia. In such cases, discontinuation of the specific etiotogic agent may obviate the need for specific 
drug therapy of hypertriglyceridemia. 



The use of drugs should be considered only when reasonable attempts have been made to obtain 
satisfactory results with non-drug methods. If the decision is made to use drugs, the patient should be 
instructed that this does not reduce the importance of adhering to diet 
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Because the benefit/riak ratio of UPIDIL (fenofibrate) ha. not been established in clinical trials of 
primary or secondary prevention to reduce the risk, of developing coronary heart disease, UPIDIL is not 
indicated for such use. (See WARNINGS and PRECAUTIONS). 



CONTRAINDICATIONS 

1. Hepatic or severe renal dysfunction, including primary biliary drthoais, and patients with 
unexplained persistent liver function abnormality. 



e.faee WARNINGS). 
Hypersensitivity to fenofibrate. 






between UPIDIL (i 
in 4 
alao apply to 1 
Dnf Project 1600 subjects wHh previous «*J 
There was no dlfSerence in i 
, but twin 
l aq yatfa ig surgery. In a 
(WHO), 5000 subjects without known 
for 5 years and followed 1 year beyond. There was 

44* higher ay ad ) I total mortality in the iJu fi tt ae i treated than 

> during the trial period. The excess aaorta iHy wa» 
s, including malignancy, postcholecystectomy 
The higher risk of doBbratt-treated subjects for gaHMadder 



During the 5 year primarji prevention ce e apon en t of the Helsinki Heart Study involving 40*1 
■eased with either gamafcroafl or placebo, and the 33 year open int e n s io n, 
32% higher in the original samflbmril rarricaaisatfon group (p-0.19, 95% 
for relative risk GPML91-L64). Cancer deaths trended higher in die 
(p-0.11), while cancan (excluding basal cell carcinoma) were diagnosed in 
ZS% of pattenS) In both treatment groups. Because of the more limited rise of the Helsinki 
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Hurt Study, the relaove r«k of death from any cause did not differ at.Hatic.Uy from the native 
H* of 1.2* dofibr^/pWo ob-rved at the 9 y~r follow-up of the WHO atudy. S^larly 
„w numerical ace. oTgaliudder .urgenc, in the g-nbroz» group (0.9% v.. OS* w,th 
placebo) did not differ trolly from the exee» obaerved in the dofibrate group compared 
to placebo in the WHO atudy. 

~Ti* aecondary prevention component of the Helsinki Heart Study involved 628 middle-aged 
male, excluded fro. the primary prevention study beceuac of known or suspected coronary 
heart du^sndtnmtad with dther gemubn»l or pu«4>o forSyeera. Cardiac death* trended 
higher in the gam*** poup (17/311 va. 8/317 pUcebo patients, p-0.06, ha-rdmtio 2X 95% 
confidence interval for kaaant ratio - GaBbUdder surgery was more frequent m the 

gmSmxrfl group tt*% «. 03%, p-0.07), - was appendectomy (6 caaea on gmnnbto.il va. 0 
on placebo, p-0.029). 




•t ilniif of 300 to 300 sag/ day is s aso ri s terl with significant 

[AST- (SCOT) or ALT (SPGT)}. uiusmw to> 3 torn the upper 

in 63% of UPlWL-traated patients taking 200 to 300 mg/day In 
lasting 8-24 



wtth AST or ALT > 3k the Upper Normal Unite fat 
Otokri Trials va Bs ne fi bra i e (200 to 300 mg/day) 



N #Bvents BvenmRate 

Control 336 4 1-2% 

Fenoflbnte 442 28 6.3% 

When trmisemmees ilmmmaisi were fallowed either after discontinuation of treatment or 

during continued lulu V a return to normal limits was usually observed. However, the 
transaminase lilna hnV remained above normal limits in 2 of the 28 patienta (7.1%) at the 
end of follow-up off taatomenL F eno fi bmti hapatototdcity appeals to br rinsr-Tri-*— 1 In «n fr- 
ill Jui isiigliigstomj the incidence of ALT or AST elevations at least three times the upper 
limit of normal was 13ft tot patients receiving 2«or300mg/oayar»d was 0% In those rweivinj 
100 or 50 mg/day, or plaiasri Both hipetorsuular and cholestatic hepatitis have been reported. 
In literature reports, lispsftlli associated with fenoftbxate has occurred after exposures of weeks 

• 

of fiver function, including serum ALT (SGr^ should be performed 
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for the duration of therapy with UPIDIU end therapy discontinued if enzyme level, persist 
above three times the normal limit 

Cholelithiasis. A gallstone prevalence subatudy of 450 Helsinki Heart Study participants showed 
a trend toward a greater prevalence of gallstones during the study within the gemfibrozil 
•treatment group Fenoftbrate, like dofibrate and gesafbro a al. may increase cholesterol excretion 
into the bile, leading to cholelithiasis. If cholefithiaeis is suspected, gallbladder studies are 
indicated. UPIDIL therapy should be discontinued if gallstones are found. 



Concomitant Oral Anticoagulants. Caution should be exercised when anticoagulants are given 
in corionctson with UPIDIL because of the potentiation of coumarin-type anticoagulants in 
prolonging the prothrombin time. The dosage of the anticoagulant should be reduced to 
maintain the protrooasbm time at the desired level to prevent b i n d in g complications.- Frequent 

advisable undl it has bean definitely determined that the 




with 



UPIDIL mmm „ 

taltare. The use of Harases alone, including UPIDIL, may occasionally be 
myositis, myopathy, orrhabdomyoiysts. Patten* receiving UPIDIL and complaining of i 

pain, Is mass, m i is! In 11 have prompt medical evaluation for myopathy, including 

serum creatine kinase level determination. If myopathy/myositis is suspected or diagnosed, 
UPIDIL therapy should be stopped. 

6. < The effect of UPIDIL on coronary heart disease morbidity and mortality and non-cardiovaecular 
mortality has not bean established. UPIDIL should be a da aM atara d only to those patient i 
described under INDICATIONS AND USAGE. If a significant reduction in mating 
chylocaicronemia does not occur, UPIDIL should be discontinued. 



Hi In I Novaaabat IX 1999 



PRVCAUTIONS 



1 Initial therepy: Laboratory studies should be done to ascertain that the lipid levels are 
coniiitently before inrttuttng UPIOT. thrapy. Ev«y attempt ihould be made to 

.control mum lipid, with appnmriate dkd. exserise, weight lo« in ol«e patient., ^eonttol 
of any medical problems such at diabetes maltttus and hypothyroidism that are contributing to 
the lipid abnormalities. Medications known to exacerbate hypertriglyceridemia (beta-blockers, 
thiazides, estrogens) should be discontinued or changed if possible prior to consideration of 
triglyceride-lowcring drug therapy. 



Periodic determination of serum HpWs should be obtained during initial 
therapy In order to establish the lowest effective dose of UPIDIL. Therapy should be withdrawn 
in patients who do not have an adequate response after two months of treatment with the 

of 300 mg/day. 




Iljfi s i seasltii l li 

requiring patient 




very rarely during 

with UPDO. Urticaria was seen in L25 vs Oft, and rash, in IB vs 123% of 



hemoglobin, hematocrit and white blood cell 
foBowing initiation of LIFTDIL therapy. However, 
ROr e mel y rare spontaneous reports of 
thrombocytopenia and agssnidocytosis have been received during post-marketing surveillance 
outside of the US. Periodic blood counts are recommended during; the first 12 months of 
UPIDIL i 




Skeletal miurlr The use of Borates alone, including UPIDIL may occasionally be 
with myositis. Treatment with drugs of the Straw dam has been ass ociated on rare 
with rhabdomyotyais, usually In patients with impaired renal function. Myopathy should be 
considered in any patient whh dl there my al g ias , muscle tenderness or weakness, and/or marked 
elevations of creatinine phoaphotdnase i 
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Patient* should be advised to report promptly unexplained muscle pain, tenderness or weakness, 
particularly if _. aaapansed by malaise or fever. CPK levels should be assessed in patients 
wpos tfag Ihsu jja^toms. «"* fannmWsai ttit rap y thmli* be discontinued if masksdly elevated 
CPK levels occur or myopathy is diagnosed. 



CA) owl n r ii j • - ■ caution should »e exercised when anticoagulants 

ARE GIVEN IN CONJUNCTION WITH UPIDIL. THE DOSAGE OP THE 




ADVSABLE UNTIL rr HAS « 
LEVEL HAS STABILIZED. 




(Q 

impeding its 

(D) 



after a bile acid binding rsein to avoid 



route of fibrste 
deterioration. The 
potentially 
iptoyed. 



in 

is the priemary 

UPIDfL, there is a risk that an interaction will 
and risks of using UFIDIL with Immunosupprassi 
should be carefully considered, and the lowest 



lead to 
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iteommcndcd human dose; there were also increases in pancreatic adenomas and benign 
testicular interstitial ceil tumors at 6 times the maximum recommended human doae in males. 
In a second 24-month study in a different strain of rats (doses of 10 and 60 mg/kg; 0.3 and 2 
times the maximum recommended human dose based on mg/meter 1 surface area), there were 
significant increases in the incidence of pancreatic acinar adenomas in both sexes and increases 
in interstitial cell tumors of the testes at 2 times the maximum recommended human dose. 

A comparative carcinogenicity study was done in rats comparing three drugs: fenofibrate (10 
and 70 mg/kg; 03 and 1.6 times the maximum recommended human dote), dofibrate (400 
mg/kaj 1.6 tees the teaman doae), and gemfibrozil (250 mg/kg; 1.7 times the human dose) 
(multiple* 1 si nl on Bag/seemr* surface ana). Pancreatic acinar adenomas ware increased in 

; hepatocellular carcinoma and pancreatic acinar adenomas were 
in males and hepatic neoplastic nodules in females treated with 

1 in males and females treated with gemfibroaU i 
in males on all I 




In a » eases* seady in msec at doses of 10, 45, and 200 mg/kg ( ay p ic a te aasiy 0* CL7 1 

on the basis of i 
i \ liver carcinoma at 3 1 

In a second 1 1 mon t h study at the 

; In liver carcinoma in male mice and liver adenoma In ! 
sanded human dose. 




to be devoid of mutagenic potential in the fallow in g 
Ames, mouse lymphoma, chromosomal aberration and unscheduled DN A synthesis. 



9. Pi agger j Catsgsey O Fenofibrate has been shown to be embiyocidai and teratogenic in rats 
when given in doaaa 7 to 10 times the maximum recommended human dose and em b ryo cidal 
in rabbits when given at 9 times the maximum recommended human doae (on the basis of 
mg/meter 2 surface area). There are no adequate and well-controlled studies in pregnant women. 
Fenofifrrete should be used during pregnancy only if the potential benefit justifies the potential 
* risk to the fetus. 

Administration of 9 tees the maximum recommended human doae of fenofibrate to female rats 
before and throughout gestation caused 100% of dams to delay delivery and resulted in a 40% 
increase in poet impleiteinii Ices, a decrease in Utter sise, a decreet in birth weight, a 40% 
survival of pups at bn#v a 4% survival of pups as neonates, and a 0% survival erf pupa to 
weaning, and an increase in spina bifida. 
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Administration of 10 banes the maximum recommended human dose to female rats on days 6-15 
of gestation raiwid an increase in groat, viaceral and skeletal findings in fetuses (domed 
head /hundred shod den /rounded body /abnormal chest kyphoals, stunted fetuses, elongated 
sternal ribs, malformed sternebrae, extra foramen in palatine, misshapen vertebrae, 
supernumerary ribs). 

'Administration of 7 times the maximum recommended human doae to female rats from day 15 
of gestation through weaning caused a delay in delivery, a 40% decrease in live births, a 75% 
decrease in neonatal survival, and decreases in pup weight, at birth as well as on days 4 and 21 
postpartum. 

Administration of 9 and IB times the maximum recommen d ed human dose to female rabbits 
caused abortions in 10% of dams at 9 t im es and 25% of dams at IB times the maximum 
recommended human dose and death of 7% of fetuses at IB tames the maximum recommended 



for tumoriganichy seen ta ssdsasl stadias, a rt Martini stated be made whether to discontinue 
nursing or to discontinue the drug. 

11. Use in Children: Safety and efficacy in drtdren have not bean established. 



AETVntBE REACTIONS 

CLINICAL: Adverse events repeated by 1% or more of patients treated with UFIDIL during the six 
month and the eight week dtm b le b l i nd, pUcssx><mtroakd trials in the U.S are listed in the tsMe 
below. Adverse events fed to iatrnrdifaialiun of li seam int in 6% of pattenti treated with UPIPIL and 
in 2% treated with placebo. Skin rashes were the most frequent events, causing discontinuation of 
LIPIDIL treatment in 2% of patients in double-Hind trials. 
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Addition* clinical ^vem event, reported by fewer thin 1% of patient, in the US. double-Wind 
stud**, those reported in other clinical trials, and spontaneously reported in post-marketing surveillance 
outside the U.S. are Uated below, categorised by causality: 

PROBABLY CAUSALLY RELATED: Digestive hepatitis, choWithiam, chokscyetitts, hepatomegaly; 
I limiaailiiinil myalgia, myaemenia/rluWomyolyals; Skin and appendages: photosensitivity, eczema; 
Respiratory: allergic pulmonary alveolitis. 

CAUSAL RELATIONSHIP NOT ESTABLISHED. Body as a whole facial edema, weight decrease, 
fever, isjhlaiH; Cardiovascular, peripheral edema, angina, palpitations, tachycardia, migraine; 
Digestive: liiiiiilinili panaaHtai; Respiratory: congestion; Nervous: dry mouth, vertigo , arodety, 
sleep aametiars, 1 11 nasi Inn; Shan and appendages: lupus-like syndrome, ichthyosis, Ulangiirtasii, 
alopecia; Special a— amblyopia, tinnitus; Urogenital: decreased male fertility, renal Uthlaeia. 




Ad die anal lsbwsemj ■mmaga that have been reported during fenoAeaat tieaesacnt that are Mat ably 
mdude anemia, leucopenia, eceinophilia, thrombocytopenia, and ir 



DOSAGE AND ADMsNBTRATION 

Patients should be placed on an appropriate tngryceride-lowerlng diet before receiving UP1DIL, and 
should continue this diet during treatment with UPIDIL 

L1PIDIL should be given warn meals. The initial dose is usually 100 mg per day, depending on the 
physician's assesament of the patent's risk for pancreatitis (sec INDICATIONS AND USAGE). Dosage 
should be individualised according to patient response, and should be increased seiauantiaJly if 
necessary following repeat serum triglyceride estimations at 4-to-8 week intervals. The maximum dose 
is 300 mg/day. 
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Treatment with UP1DIL should be initiated at a dose of 100 mg/day in patients having impaired renal 
function, and in en met only after evaluation of the effect* on renal function and triglyceride levels at 
this dose. In the elderly the initial dose should likewise be limited to 100 mg/day. 



OVERDOSAGE 

Because fenofibrate is highly bound to plasma proteins, hemodialysis should not be considered. 

While there has been no reported case of overdosage, symptomatic supportive measures should be taken 
should it 



HOW SUPPLIED 




NPC — Wm II Botthsof90 
NDC0W4WMB Bottles of 1000 



STORAGE 

Store in a cool dry place Protect from temperatures above 30"C («6*F). Avoid excessive light and 
humidity. 

Distributed by 

POURNIER RESEARCH INC 
689 MMMfomck Avenue 
P.O.Box 340 
MAMARONBOC 
N.Y. 10543 

CAUnON-FederaJ lew praMMt* dispensing without prescription. 
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(Nos. 4342,6415, 6447) 
NEW 

TRICOR* 

(fenofibrate capsules), micronized 

R x Only 

DESCRIPTION 

TRJCOR (fenofibrate capsules), micronized, is a lipid regulating agent available as capsules for 
joral administration. Each capsule contains 67 mg, 134 mg or 200 mg of micronized fenofibrate. 
The chemical name fot^fenofibrate is 2-[4-(4-chlorobenzoyl) phenoxy]-2-incthyl~propanoic acid. 
1 -methylethyi ester with the following structural formula: 




The empirical formula is C20H21O4CI and the molecular weight is 360.83: fenofibrate is 
insoluble in water. The melting point is 79-82°C Fenofibrate is a white solid which is stable 
under ordinary conditions. 

Inactive Ingredients: Each capsule also contains crospovidone. iron oxide. lactose, magnesium 
stearate. pregelatinized starch, sodium iauryl sulfate, and titanium dioxide. 

CLINICAL PHARMACOLOGY 

A variety of clinical studies have demonstrated that elevated levels of total cholesterol (total-C), 
low density lipoprotein cholesterol (LDL-C). and apolipoprotein B (apo B), an LDL membrane 
complex, are associated with human atherosclerosis. Similarly, decreased levels of high density 
lipoprotein cholesterol (HDL-C) and its transport complex, apolipoprotein A (apo Al and apo 
All) are associated with the development of atherosclerosis. Epidemiologic investigations have- 
established that cardiovascular morbidity and mortality vary directly with the level of total-C, - 
LDL-C. and triglycerides, and inversely with the level of HDL-C. The independent effect of 
raising HDL-C or lowering triglycerides (TG) on the risk of cardiovascular morbidity and 
mortality has not been determined. 

Fenofibric acid, the active metabolite of fenofibrate. produces reductions in total 
cholesterol. LDL cholesterol, apolipoprotein B. total triglycerides and triglyceride rich 
lipoprotein { VLDL) in treated patients. In addition, treatment with fenofibrate results in 
increases in high density lipoprotein (HDL) and apoproteins apoAI and apoAIL 

The effects of fenofibric acid seen in clinical practice have been explained in vivo in 
transgenic mice and in vitro in human hepatocyte cultures by the activation of peroxisome . 
proli ferator activated receptor a (PPARa). Through this mechanism^ fenofibrate increases 
lipolysis and elimination of triglyceride-rich particles from plasma by activating lipoprotein 
lipase and reducing production of apoprotein c-IH (an inhibitor of lipoprotein lipase activity). 
The resulting fall in triglycerides produces an alteration-in the size and composition of LDL from 
small, dense panicles (which are thought to be atherogenic due to their susceptibility to 
oxidation). 10 large buoyant panicles. These larger panicles have a greater affinity for 
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cholesterol receptors and arrcatabolized rapidly. Activation ofPPARa also induces an increase 
in the synthesis af apoproteins A-I, A-II and HDL-cholesterol. 

Fenofibrate also reduces serum uric acid levels in hyperuricemia and normal individuals 
by increasing the urinary excretion of uric acid. 

Pharmacokinetics/Metabolism 

Clinical experience has been obtained with two different formulations of fenofibrate: a 
"micronized" and u non-micronized" formulation, which have been demonstrated to be 
bioequivalent. Comparisons of blood levels following oral adntinisttationof both formulations in 
healthy volunteers demonstrate that a single capsule containing 67 mg of the "micronized" 
formulation is bioequivalent to 100 mg of the "non-micronized" formulation. Three capsules 
containing 67 mg TRJCOR are bioequivalent to a single 200 mg TRICOR capsule _ 
Absorption _ - "' 

The absolute bioavailability of fenofibrate cannot be determined as the compound is virtually 
insoluble in aqueous media suitable for injection. However, fenofibrate is well absorbed from 
the gastrointestinal tract Following oral administration in healthy volunteers, approximately 
60% of a single_dose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid 
and hs glucuronate conjugate, and 25% was excreted in the feces. Peak plasma levels of 
-fenofibric acid occur within 6 to 8 hours after administration. 

The absorption of fenofibrate is increased when administered whh food. With 
micronized fenofibrate. the absorption is increased by approximately 35% under fed as compared 
to fasting conditions. 
Distribution 

In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be achieved 
within :> days of dosing with single oral doses equivalent to 67 mg TRJCOR and did not 
demonstrate accumulation across time following multiple dose administration. Serum protein 

-binding was approximately 99% in normal and hyperlipidemic subjects " 

Metabolism 

Following oral administration, fenofibrate is rapidly hydrolyzed by esterases to the active 
metabolite, fenofibric acid: no unchanged fenofibrate is detected in plasma. 

Fenofibric acid is primarily conjugated with glucuronic acid and then excreted in urine. 
A small amount of fenofibric acid is reduced at the carbonyl moiety to a benzhydrol metabolite 
which is. in turn, conjugated with glucuronic acid and. excreted in urine. 

In vivo metabolism data indicate thai neither fenofibrate nor fenofibric acid-undergo 
oxidative metabolism (e.g.. cytochrome P450) to a significant extent. 
Excretion 

After absorption, fenofibrate is mainly excreted in the urine in the form ofmetabolitesjjrimarily 
fenofibric acid and fenofibric acid glucuronide. After administration of radiolabel led fenofibrate 
approximately 60% of the dose appeared in the urinc_and 25% was excreted in the feces 

Fenofibric acid is eliminated with a half-life of 20 hours, allowing once daily 
administration in a clinical setting. 

Special Po pulations 

Geriatrics 

In elderly volunteers 77 - 87 years of age, the oral clearance of fenofibric acid following a single 
oral dose of fenofibrate was 1 J> L/h. which compares to 1.1 L/h in young adults. This indicates 
that a similar dosage regimen can be used in the elderlj\ without increasing accumulation of the - 
drug or metabolites. 
Pediatrics - 
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TRICOR has not been investigated in adequate and well-controlled trials in pediatric patients. 
Gender - - 

No pharmacokinetic difference between males and females has been observed for fenofibrate. 
Race 

The influence of race on the pharmacokinetics of fenofibrate has not been studied, however 
fenofibrate is not metabolized by enzymes known for exhibiting interrethnic variability. 
Therefore, inter-ethnic pharmacokinetic differences are very unlikely. 
Renal insufficiency 

In a study in patients with severe renal impairment (creatinine clearance < 50 mL/min\ the rate 
of clearance of fenofibric acid was greatly reduced, and the compound accumulated during 
chronic dosage. However, in patients having moderate renal impairment (creatinine clearance of 
50 to 90 mL/minX the wal clearance and the oral volume of distribution of fenofibric acid are * 
increased compared to healthy adults (2.1 L/h and 95 L versus Y.\ L/h and 30 L, respectively). 
Therefore, the dosage of TRICOR should be minimized in patients who have severe renal 
impairment, while no modification of dosage is required in patients having moderate renal 

impairment. 

Hepatic insufficiency _ 
No pharmacokinetic studies have been conducted in patients having hepatic insufficiency. 
Drug-drug interactions 

in rifro studies using human liver microsomes indicate that fenofibrate and fenofibric acid are 
not inhibitors of cytochrome (CYP) P450 isoforms CYP3A4 ? CYP2D6, CYP2EL or CYP1 A2. 
They are-weak inhibitors of CYP2C1 9 and CYP2A6. and mild-to-moderate inhibitors of 
CYP2C9 at therapeutic concentrations. 

Potentiation of coumarin-type anticoagulants has been observed with prolongation of the 
prothrombin tirne/INR/ " 

Bile acid sequestrants have been shown to bind other drugs given concurrently. 
Therefore, fenofibrate should be taken at least 1 hour before or 4-6 hours after a bile acid binding 
resin to avoid impeding its absorption. (See WARNINGS and PRECAUTIONS). 

Clinical Trials 

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia 
(Fredrickson Types Ha and lib) 

The efTecis of fenofibrate at a dose equivalent to 200 mg TRICOR per day were assessed from- 
four randomized, placebo-controlled, double-blind, parallel-group studies including patients with 
the following mean baseline lipid values: total-C 306.9 mg/dL; LDL-C 213.8 mg/dL; HDL-C 
52.3 mg/dL: and triglycerides 191.0 mg/dL. TRICOR therapy lowered LDL-C, Total-C, and the 
LDL-C 'HDL-C ratio. TRICOR therapy also low ered triglycerides and raised HDL-C (see Table 
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Table ] 

Mean Percent Change in Lipid Parameters at End of Treatment* 



Treatment Group 


TotaMT 


LDL-C 


HDL-C 


TG 


Pooled Cohort 

ruuicu ^ui lull 

Mean baseline lipid values (n«646) 

AllFEN(n=361) 

Placebo (n=2B5) 


306.9 mg/dL 
-18.7%* 
-0.4% 


213.8 mg/dL 
-20.6%* 
-2.2% 


52.3 mg/dL 
+11.0%» 
+0.7% 


191.0 mg'dL 
-28.9%» 
-7.7% 


Baseline LDL-C > 160 mg/dL and " 
TG < 150 mg/dL (Type Ha) 
Mean baseline lipid values (rr=334) 
All FEN (n*!93) 
Placebo (n«= 141) 


307.7 mg/dL 
-22.4%» 
+0.2% 


227.7 mg/dL 
-31.4%* 
-2.2% 


58.) mg/dL 
+9.8%* 
+2.6% 


101.7 mg'dL 
•23-5%* 
+ 11.7% 


. Baselint LDL-C > 160 mg/dL and 
! ■ TG £ !50 mg/3L (Typtilb) 

Mean baseline lipid values (n=242) 

AllFEN(n*126) 

Placebo (n= 11 6) 

♦ _ 


312.8 mg/dL 
-16.8%* 

-3.0%— 


219.8 mg/dL 
-20.1%* 
•6.6% 


46.7-mg/dL _ 
+ 14.6%* 
+23% 


23 1.9 mg/dL 
-35.9%* 
+0.9% 



* Duration of study treatment was 3 to 6 months. 

• p = <0.0S vs. Placebo 



In a subset of the subjects, measurements of apo B were conducted. TRICOR treatment 
significantly reduced apo B from baseline to endpoint as compared with placebo (-->5 1% vs 
2.4%. p<0.000l.n=213 and 143 respectively). 

Hypertriglyceridemia (Fredrickson Type IV and V) 

The effects of fenofibrate on serum triglycerides were studied in two randomized, double-blind 
placebo-controlled clinical trials' of 147 hypertriglyceridemic patients (Fredrickson Tvpes IV * 
and \ ). Patients were treated for eight weeks under protocols that differed only in that one 
entered patients with baseline triglyceride (TG) levels of 50© to 1 500 mg/dL. and the other TG 
levels of o50 to 500 mg/dL. In patients with hypertriglyceridemia and normal cholesterolemia 
w«h or without, hyperchylomicronemia (Type IV/V hyperlipemia), treatment with fenofibrate 
at dosages equ.^ent to 200 mg TRICOR-per day decreased primarily very low densitv 
hpoprotem. (VLDL) triglycerides and VLDL cholesterol. Treatment of patients with Type IV 
hyperhpoproteinemia and elevated triglycerides often results in an increase of low density 
lipoprotein (LDL) cholesterol (see TabkJ ). 
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Table 2 



Study 1 


Placebo 


TRICOR 


Baseline TC levels 


N 


Baseline 


Endpoint 


% Change 


N 


Baseline 


Endpoint 


% Change 


350 to 499 rog/dL 




(Mean) 


(Mean) 


(Mean) 




(Mean) 


(Mean) 


(Meat)) 


Triglycerides 


28 


449 


450 


-0.5 


27 


432 


223 


-46.2 W 


VLDL Triglycerides 


19 


367 


350 


2.7 


19 


350 


178 


-44.1* 


Total Cholesterol 


28 


255 


261 


2.8 


27 


252 


227 


-9.P 


HDL Cholesterol 


28 


35 


36 


4 


27 


34 


40 


19.6* 


LDL Cholesterol 


28 


120 


129 


12 


27 


128 


137 


14.5 


VLDL Cholesterol 


27 


99 


99 


5.8 


27 


92 


46 


-44.7* 


Study 2 


Placebo 


TRICOR 


ttaseiinc i v> ttveis 


U~ 


Baseline 


Endpoint 


•/. Change 


N 


Baseline 


Endpoint 


*/• Change 


500 to l$00mg/dL 




(Mean) 


(Mean) 


(Mean) 




(Mean) 


(Mean) _ 


(Mean) 


Triglycerides 


44 


710 


750 


_ 12. 


48 


726 


308 


-54.5* 


VLDL Triglycerides 


29 


537 


571 


18.7 


33 


543 


205 


-50.6* 


Total Cholesterol 


44 


272 


271 


0.4 


48 


261 


223 


-13.8' 


HDL Cholesterol 


44 


27 


28 


5.0 


48 


30 


36 


22.9* 


LDL Cholesterol 


42 


100 


90 


-4.2 


45 


103 


131 


- 45.0* 


VLDL Cholesterol 


42 


137 


142 


_ 11.0 


45 


126 


54 


-49 4« 



The effect of TRICOR on cardiovascular morbidity and mortality has not been determined. 

INDICATIONS AND USAGE 
" Treatment of Hypercholesterolemia 

TRICOR is. indicated as adjunctive therapy to diet for the reduction of LDL-C Totai-C* 
Triglycerides and Apo B in adult patients with primary hypercholesterolemia or mixed 
dyslipidemia CFredrickson Types Ha and lib. Lipid-aitering agents should be used in addition to 
a diet restricted in saturated fat and cholesterol when response to diet and non-pharmacological 
interventions alone has been inadequate (see National Cholesterol Education Program [NCEP] 
Treatment Guidelines, below). 

Treatment of Hypertriglyceridemia 

TRICOR is also indicated as adjunctive therapy to diet for treatment of adult patients with 
hypertriglyceridemia (Fredrickson Types IV and V hyperlipemia). Improving glycemic 
control in diabetic patients showing fasting chylomicronemia will usually reduce fasting 
triglycerides and eliminate chylomicronemia thereby obviating the need Jbr pharmacologic — 
intervention. 

Markedly elevated levels of serum triglycerides (e.g. > 2.000 mg/dL) may increase the risk of 
developing pancreatitis. The effect of TRICOR therapy on reducing this risk has not been 
adequately studied. 

Drug therapy is not indicated for patients with Type 1 hyperlipoproteinemia, who have 
elevations of chylomicrons and plasma triglycerides, but who have normal levels of *ery low 
density lipoprotein (VLDL). Inspection of plasma refrigerated for 14 hours is helpful in 
distinguishing Types h IV and V hyperlipoproteinemia^. 

The initial treatment for dyslipidemia is dietary therapy specific for the type of lipoprotein 
abnormality. Excess body weight and excess alcoholic-intake may be important factors in 
hypertriglyceridemia and should be addressed prior to any drug therapy. Physical exercise can 
be an important ancillary measure. Diseases contributory to hyperlipidemia, such as 
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hypothyroidism or diabetes tffeUirus should be looked for and adequately treated. Estrogen 
therapy, like thiazide diuretics and beta-blockers, is sometimes associated with massive rises in 
plasm a triglycerides, especially in subjects with familial hypertriglyceridemia. In such cases, 
discontinuationof the specific etiologic agent may obviate the need for specific drug therapy of 
hypertriglyceridemia. 

The use of drugs should be considered only when reasonable attempts have been made to 
obtain satisfactory results with non-drug methods. If the decision is made to use drugs, the 
patient should be instructed that this does not reduce the importance of adhering to diet. (See 
WARNINGS and PRECAUTIONS). _ 



Fretfriekson Classification of Hyperlipoproteinemias 


_ 




Lipid Elevation 


' Type 


Lipoprotein Elevated 


•Major 


Minor 


J (rare) 


chylomicrons 


TG 


* 1-C 


Ma 


LDL 


C 




lib 


LDU-VLDL 


C 


- TG 


111 (rare) 


IDL 


C.TG 




IV 


VLDL 


TG 


i-C 


V<rartTi 


chylomicrons. VLDL 


TG 


t _ 


C "Cholesterol. 








TG 15 triglycerides 








LDI -km dcrnsu> lipoprotein 








VLDl -\cr> low densnx lipoprotein 








IDI -intermediate dcnsilx lipoprotein 










The NCEP Treatment Guidelines 






Definite 


.. Two or More Other 


LDL-Cbolesterol 


tne/dL (mmol/Ll 


Aterosclerotic Disease" 


Risk Factors* 






Initiation Level 


Goal 


No 


No 


i 190 (* 4.9)- 


< 160 (< 4.1) 


. . No 


Yes 


2 160(2 4.1) 


< 130 (<3.4) 


Yes 


Yes or No 


2 130 c <> 3.4) 


<100(<2.6) 



<h> ixher r.jk Uctors for coronary heart disease (CHD) include ace imaics. *45 years: females: 2 55 yean or premiture menopause without 
esiropen replacement tberap> I: family history of premature CHD. current cjaarettc smoking ; hypertension; confirmed HDL-C <35 ra*/dL (<0.9 1 
mnvtf i ). and diihctes meilmjs Subtract I risk factor if HDL-C it >60mg/dLUl tmrnoUL) 

r in C I «> patient* *uh LDL-C levels f 00 to 129 mf/dL the ph>sicwi should exercise dmical judemeni in deddmj whether 10 rnhiate drug 
ireatmem m 

CONTRAINDICATIONS 

TR1COR is contraindicated in patients who exhibit hypersensitivity to fenofibrate. 

TRICOR is contraindicated in patients with hepatic or severe renal dysfunction, including 
primary biliary cirrhosis, and patients with unexplained persistent liver function abnormality. 

TRICOR is contraindicated in patients with preexisting gallbladder disease (see 
WARNINGS;. 



WARNINGS 

Liver Function: Fenofibrate at doses equivalent to 1 34 mg to 200 mg TRICOR per day has 
been associated with increases in scrum transaminases [AST (SGOT) or ALT (SGPTj}. In a 
pooled analysis of 10 placebo-controlled trials, increases to > 3 times the upper limit of normal 
occurred in 53% of patients taking fenofibrate versus 1.1% of patients treated with placebo. 

When transaminase determinations were followed either after discontinuation of treatment or 
during continued treatment, a return to normal limits was usually observed. The incidence of 
increases in transaminases related to fenofibrate therapy appear to be dose-related. In an 8-week 
dose-ranging study, the incidence of ALT or AST elevations to at least three times the upper 
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limit of normal was UVovypataaas receiving dosages equivalent to 134 mg to 200 mg TRICOR 
per day and was 0% ra those receiving dosages equivalent to 34 mg or 67 mg TRICOR per day 
or placebo. Hepatocellular, chronic active and cholestatic hepatitis associated with fenofibrate * 
therapy have been reported after exposures of weeks to several years. In extremelv rare cases 
cirrhosis has been reported in association with chronic active hepatitis. 

Regular periodic monitoring of liver function, including serum ALT (SGPT) should be 
performed for the duration of therapy with TRICOR, and therapy discontinued if enzyme levels 
persist above three tunes the normal limit. 

Cholelithiasis: Fenofibrate, like clofibrate and gemfibrozil, may increase cholesterol excretion 
into die bilOeading to cholehthiasis. If cholelithiasis is suspected, gallbladder studies are 
indicated. TRICOR therapy should be discontinued if gallstones are found 
Concomitant Oral Anticoagulants: Caution should be exercised when anticoagulants are 
given in conjunction^* TRICQR because of the potentiation nf coumarin-rype anticoagulants 
in prolonging the prothrombin time/INR The dosage of the anticoagulant should be reduced to 
maintain, the prothrombin time/INR at the desired level to-prcvent bleeding complications 
Frequent prothrombin time/INR determinations are advisable until it has been definitely 
determined that the prothrombin time/INR has stabilized. 

Concomitant HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG- 
CoA reductase inhibitors should be avoided unless the benefit of further alterations in lipid levels 
is likely to outweigh the increased risk of this drug combination 

Tp/mD"^ 0 * d ™ g iMeraction Stud >' in 23 healthy adults the concomitant administration of 
TRICOR and pravastatin resulted in no clinically injportant difference in the pharmacokinetics of 
fenofibnc acid, pravastatin or its active metabolite 3a-hydroxy iso-pravastatin when compared to 
either drug given alone. r 

The combined-use of fibric acid derivatives and HMG-CoA reductase inhibitors has been 
associated, m the absence of a marked pharmacokinetic interaction, in numerous case reports, 
with, rhaboomyo ys.s markedly elevated creatine kinase (CK) levels and mvOglobinuriaJeading 
m a high proportion of cases to acute renal failure " 

m£Zto!*«£ZZ!" '"^ ™^ m ^ «*asionalI y be associated with mvositis, 
mjopathx.orrhabdomyolysis. Patients receiving TRICOR and complaining of muscle pain 
tenderness, or weakness should have prompt medical evaluation for myopathy, including serum 
KXKJS^ If myopathy/myositis is suspect JorTagnosed. tS33T 

morbidi » - d — • - - 

iSZZ COn r den,tions: In ■** Co "»nary Drug Project, a large study of post myocardial 
miction of patients treated for 5 years with clofibrate. there was no difference in mortality seen 
r JTS Z c,ofibrate eroup and the placebo group. There was however, a difference in the rate 
of cholel.th..as,s and cholecystitis requiring surgery between the two groups (3 0%£. 18%) - 
, r _ w Because « chemical, pharmacological, and clinical similarities between TRICOR 
( fenofibrate capsules) micronized. Atromid-S (clofibrate). and Lopid (gemfibrozil), the adverse 

maya^ 

. ! n 3 Sludy condu ««d ^ the World Health Organization (WHO). 5000 subjects without 

fo Z »hh ? na °i ^ ^ WW Wattd With P ,acebo or dofibre '' for 5 and followed 
for an additional onp year. There was a statistically significant, higher age-adjusted all-cause 
mortality in the clofibrate group compared with the placebo group (5.70% vs. 3.96%, p=<0.0 1 ). - - 
Excess mortality was due to a 33% increase in noiwardiovascular causes, including malignancy. 
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post-cholecystectomy complications, and pancreatitis. This appeared to confirm the higher risk 
of gallbladder disease seen in clofibrate-treated patients studied in the Coronarv Drug Project 

The Helsinki Heart Study was a large (n=4081) study of middle-aged men without a 
history of coronary artery disease. Subjects received either placebo or gemfibrozil for 5 years, 
with' a 3.5 year open extension afterward. Total mortality was numerically higher in the 
gemfibrozil randomization group but did not achieve statistical significance (p=0. 1 9 95% 
confidence interval for relative risk G:P=.9 1 -1 .64). Although cancer deaths trended higher in the 
gemfibrozil group (p-0.1 1), cancers (excluding basal cell carcinoma) were diagnosed with equal 
frequency in both study groups. Due to the limited size of the study, the relative risk of death 
from any cause was not shown to be different than that seen in the 9 year follow-up data from 
World Health Organization study (RR=1.29). Simitarfy, the numerical excess of gallbladder 
surgeries in the gemfibrozil group did not differ statistically from that observed in the WHO 
study. — . - 

A secondary prevention component of the Helsinki Heart Study enrolled miadle-aged 
men excluded from theprimary prevention study because-of known or suspected coronarv heart 
disease. Subjects received gemfibrozil or placebo for 5 years. Although cardiac deaths trended 
higher in the gemfibrozil group, this was not statistically significant (hazard ratio 2X 95% 
confidence interval: 0.94-5.05). The rate of gallbladder surgery was not statistically significant 
-between study groups, but did trend higher in the gemfibrozil group, (1 .9% vs. 0.3%. p=0 07) 
There was a statistically significant difference in the-number of appendectomies in the 
gemfibrozil group .(6/3 1 1 vs. 0/3 1 7. p=0.029). 

PRECAUTIONS - 

Initial therapy:. Laboratory studies should be done to ascertain that the lipid levels are 
consistently abnormal before instituting TRICOR therapy. Every attempt should be made to 
control serum lipids with appropriate diet, exercise, weight loss in obese patients, and control of 
an> medical problems such as diabetes mellitus and hypothyroidism thatamxbntributing to the 
lipid abnormahties. Medications known to exacerbate hypertriglyceridemia (beta-blockers, 
thiazides, estrogensfsbould be discontinued or changed if possible prior to consideration of 
tnglycende-lpwering drug therapy. - 

Continued therapy: Periodic determination of serum lipids should be obtained during initial 
therapy in order to establish the lowest effective dose of TRICOR. Therapy should be 
withdrawn :n patients who do not have an adequate response after two months of treatment with 
the maximum recommended dose of 200 mg per day. 

Pancreatitis: Pancreatitis has been reported in patients taking fenofibrate, gemfibrozil, and 
cJofibraie. This occurrence may represent a failure of efficacy in patients with severe 
hypcnnglycendemia. a direct drug effect, or a secondary phenomenon mediated through biliary 
tract stone or sludge formation with obstruction of the common bile duct. 
Hypersensitivity Reactions: Acute hypersensitivity_reactions including severe skin rashes 
requiring patient hospitalization^nd treatment with steroids have occurred very rarely durine 
treatment with fenofibrate, including rare spontaneous reports of Stevens-Johnson Syndrome, 
and toxic epidermal necrolysis. Urticaria was seen in 1 .1 vs 0%. and rash in 1.4 vs 0 8% of 
fenofibrate and placebo patients respectively in controlled trials. 

Hematologic Changes: Mild to moderate hemoglobin, hematocrit, and white blood cell 
decreases have beenobserved in patients following initiation of fenofibrate therapy. However 
these levels stabilize during long-term administration. Extremely rare spontaneous reports of 
^St^STH 1* ^S oc ? osis havc «*«ved during post-marketing surveillance - 

td Tr/^o j Pen?d,c biood recommended during the first 12 months of 

TRICOR administration-. 
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Skeletal muscle: The use of fibrates alone, including TRICOR, may occasionally be associated 
with myopathy. Treatment wjjh drugs of the fibrate class has been associated on rare occasions 
with rhabdomyolysis, usually in patients with impaired renal function. Myopathy should be 
considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked 
elevations of creatine phosphokinase levels. 

Patients should be advised to report promptly unexplained muscle pain, tenderness or" 
weakness, particularly if accompanied by malaise or fever. CPK levels should be assessed in 
patients reporting these symptoms, and fenofibiate therapy should be discontinued if markedly 
elevated CPK levels occur or myopathy is diagnosed. 

Drug Interactions 

Oral Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN COUMARIN 
ANT1 COAG ULANTSFARE GIVEN IN CONJUNCTION WITH TRICOR. THE 
DOSAGE OF THE ANTICOAGULANTS SHOULD BE REDUCED TO MAINTAIN THE 
PROTHROMBIN TIME/INR AT THE DESIRED LEVEL TO PREVENT BLEEDING 
COMPLICATIONS- FREQUENT PROTHROMBIN TIME/INR DETERMINATIONS 
ARE ADVISABLE UNTIL IT HAS BEEN DEFINITELY DETERMINED THAT THE 
PROTHROMBIN TIME/INR HAS STABILIZED. 

HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG-CoA reductase 
inhibitors should be avoided unless the benefit of further alterations in lipid levels is likely to 
outweigh the increased risk of this drug combination (see WARNINGS), 
"Resins: -Since bile acid sequestrants may bind other drugs given concurrently, patients should 
take TRICOR at least 1 hour before or 4-6 hours after a bile acid binding resin to avoid impeding 
its absorption. — — . 

Cyclosporine: Because cyclosporine can produce nephrotoxicity with decreases in creatinine 
clearance and rises in scrum creatinine, and because renal excretion is the primary elimination 
route of fibrate drugs including TRICOR. there is a risk that an interaction will- lead to 
deterioration. The benefits and risks of using TRICOR with immunosuppressants and other 
potentially nephrotoxic agents should be carefully considered, and the lowest effective dose 
employed. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 24-month study in rats ( 1 0, 45, 
and 200 mg/kg: 0.3. hand 6 times the maximum recommended human dose on the basis of 
mg/meter of surface area), the incidence of liver carcinoma was significantly increased at 6 
times the maximum recommended human dose in males and females. A statistically significant 
increase in pancreatic carcinomas occurred in males at 1 and 6 times die maximum 
recommended human dose; there were also increases in pancreatic adenomas and benign 
testicular interstitial cell tumors at 6 times the maximum recommended human dose in males. In 
a second 24-month study in a different strain of rats (doses of 1 0 and 60 mg/kg; 0.3 and 2 times 
the maximum recommended human dose based on mg/meter surface area), there were 
significant increases in the incidence of pancreatic acinar adenomas in both sexes and increases 
in interstitial cell tumors of the testes at 2 times the maximum recommended human dose. 

A comparative carcinogenicity study was done in rats comparing three drugs: fenofibrate 
1 1 0 and 70 mg/kg: 0.3 and 1 .6 times the maximum recommended human dose), clofibrate (400 
mg/kg: 1 .6 times the human dose), and gemfibrozil (250 mg/kg; 1.7 times the human^dose) 
• multiples based omng7meter surface area). Pancreatic acinar adenomas were increased in 
mates and females on fenofibrate: hepatocellular carcinoma and pancreatic acinar adenomas 
were increased in males and hepatic neoplastic nodules in females treated with clofibrate; hepatic 
neoplastic nodules were increased in males and females treated with gemfibrozil while4esticular 
interstitial cell tumors were increased in males on all three drugs. 
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In a 21 -month study in mice al doses of 10, 45, and 200 mg/kg (approximately 0.2, 0.7 
and 3 times the maximum recommended human dose on the basis of mg/meter 2 surface area). * 
there were statistically significant increases in liver carcinoma al 3 tiroes the maximum 
recommended human dose in both males and females. In a second 1 8-month study at the same 
doses, there was a significant increase in liver carcinoma in male mice and liver adenoma in 
female mice at 3 times the maximum recommended human dose. - 

Electron microscopy studies have demonstrated peroxisomal proliferation following 
fenofibrate administration to the rat An adequate study to test fofperoxisome proliferation in 
humans has not been done, but changes in peroxisome-morphology and numbers have been 
observed in humans after treatment with other members of the fibrate class when liver biopsies 
-were compared before and after treatment in the same individual. 

Fenofibrate -has-been demonstrated to be devoid of mutagenic potential in the following 
tests: Ames, mouse lymphoma, chromosomal aberration and unscheduled DNA synthesis. 

Pregnancy Category C: Fenofibrate has been shownto be embryocidal and teratogenic in rats 
when given m doses 7 to 10 times the maximum recommended human dose and embryocidaHn 
rabbits when given at 9 times the maximum recommended human dose (on the basis of 
mg/meter surface area). There are no adequate and well-controlled studies in pregnant women. 
Fenofibrate should be used during pregnancy only if the potential benefit justifies the potential 
risk to the fetus. 

Administration of 9 times the maximum recommended human dose of fenofibrate to 
female rats before and throughout gestation caused 100% of dams to delay delivery and resulted 
in a 60% increase in post-implantation loss, a decrease in litter size, a decrease in birth weight, a 
40% survival of pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to 
weaning, and an increase in spina bifida. 

Administration of 1 0 times the maximum recommended human dose to female rats on 
days 6-15 of gestation caused an increase in gross, visceral and skefetal findings in fetuses 
(domed head/hunched shoulders/rounded body/abnormal chest, kyphosis, stunted fetuses, 
elongated sternal ribs, malformed sterne brae. extra foramen in palatine, misshapen vertebrae, 
supernumerary ribs). 

Administration of 7 times the maximum recommended human dose to female rats from 
day 1 5 of gestation through weaning caused a delay in delivery, a 40% decrease in live births, a 
75% decrease in neonatal survival, and^decreases in pup weight, at birth as well as on days 4 and 
21 posi-panum. 

Administration of 9 and 18 times the maximum recommended human dose to female 
rabbits caused abortions in 10% of dams at 9 times and 25% of dams at 1 8 times the maximum _ 
recommended human dose and death of 7% of fetuses at 1 8 times the maximum recommended 
human dose. — - 

Nursing mothers: Fenofibrate should not be used in nursing mothers. Because of the potential 
for tumorigenicity seen in animal studies, a decision should be made whether to discontinue- 
nursing or to discontinue the drug. 

Pediatric Use: Safety and efficacy in pediatric patients have not been established. 

Geriatric Use: Fenofibric acid is known to be substantially excreted by the kidney, artdlhe risk 
of adverse reactions to this drug may be greater in patients "with impaired renal function. 
Because elderly paaents : are more likely to have decreased renal function, care should be taken in 
dose selection. 
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ADVERSE REACTIONS - 

CLINICAL: Adverse events reported by 2% or more of patients treated with fenofibrate during 
the double-blind, placebo-conlroUed trials, regardless of causality, are listed in the table below 
Adverse events led to discontinuation of treatment in 5.0% of patients treated with fenofibrate 
and in 3.0% treated with placebo. Increases in liver function tests were the most frequent events 
causing discontinuation of fenofibrate treatment in 1 .6% of patients in double-blind trials. 



BODY SYSTEM 

Adverse Event 

BODY ASA WHOLE 



Fenofibrate* 


Placebo 


(N-4») 


(N-36S) 


4.6% 


4.4% 


*.4% 


• 2:3% 


3.2% 


2.7% 


2.1% 


3.0% 


2.1%- 


- 2.7% 


7.5%** 


1 .4% 


2.3% 


1.1% 


2J% 


1.9% 


2.1% 


1.4% 


~3.0% 


1.6% 


3.0% 


1.4% 


3.4% ** 


0.5% 


6.2% . 


5.5% - 


2.3% 


r.i% 



Abdominal Pain 
Back Pain 

Headache J~ 
Asthenia -- 

-Flu Syndrome 

DIGESTIVE 

Liver Function Tests Abnormal 

Diarrhea 

Nausea 

Constipation 

METABOLIC AND NUTRITIONAL DISORDERS 

SGPT Increased - 
Creatine Phosphokinase Increased 
SGOT Increased 
RESPIRATORY 
Respiratory Disorder 
Rhinitis " 

• Dosige equrv«icni to i6o mi TftltO* 

** r»' n . - _ 



Sipntficanth different from Placebo 



Additional adverse events reported by three or more patients in placebo-controlled trials or 
reported in other controlled or open trials, regardless ofcausality are listed below. 

Z°»}'fA WHOLE: Chest pain, pain (unspecified), infection, malaise, allergic reaction, cyst, 
hernia, fever, photosensitivity reaction, and accidental injury 

CARDIOVASCULAR SYSTEM: Angina pectoris, hypertension, vasodilatation, coronary artery 
disorder, electrocardiogram abnormal, ventricular extrasy stoles, myocardial infarct, peripheral 
vascular disorder, nugrame. varicose vein, cardiovascular disorder, hypotension, palpitation 
ITi^t^^ ™^ S ' ^-vcardia. extrasystoles. andatrial &SS - 
v ' ITT. SYSTEM: Dyspepsia, flatulence, nausea, increased appetite, gastroenteritis 
cholelithiasis, rectal disorder, esophaghis. gastritis, colitis, tooth Sorter 5oVSmg! anorexia. 

U,CCr - " aUSCa a " d ^ rectal hemoSge, 

InTdiarrhea^ cholecystms - cruclalion - P™™ glutamyl transpeptidase, nausea, vomiting. 

- ENDOCRINE SYSTEM: Diabetes mcllitus 
HEMIC AND LYMPHATIC SYSTEM: Anemia, leukopenia, ecchymosis, eosinophil 
lymphadenopathy.and-thrombootopenia. 

METABOLIC AND NUTRITIONAL DISORDERS: Creatinine increased, weight gain. 
uT^-r^Jf^^Vf: edCma - ^P^ctadS. and peripheral edemT 
*2£ KE *** AL SYSTEM: Myoritis..myalgia. arthralgia, arthritis, tenosynovitis, joint 
disorder, arthrosis. leg cramps, bursitis, and myasthenia. J - 
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NERVOUS SYSTEM: DizzxnVss, insomnia* depression, vertigti, libido decreased, anxiety, 
paresthesia, dry mouth, hypertonia, nervousness, neuralgia, and somnolence. 
RESPIRATORY SYSTEM: Pharyngitis, bronchitis, cough increased, dyspnea, asthma, 
pneumonia, laryngitis, and sinusitis. 

SKIN AND APPENDAGES: Rash, pruritis, eczema, herpes zoster, urticaria, acne, sweating . 
fungal dermatitis, skin disorder, alopecia, contact dermatitis, herpes simplex, maculopapuiar 
rash, nail disorder, and skin ulcer. 

SPECIAL SENSES: Conjunctivitis, eye disorder, amblyopia, ear pain, otitis media, abnormal 
vision, cataract specified, and refraction disorder. _ 
UROGENITAL SYSTEM: Urinary frequency, prostatic disorder, dysuria, kidney function 
abnormal, urolithiasis, gynecomastia, unintended pregnancy, vaginal moniliasis, and cystitis. 

OVERDOSAGE r~ ~ " 

There is no specific treatment for overdose with TRJCOR. General supportive care of the patient 
is indicated, including monitoring of vital signs and observation of clinical status, should an 
overdose occur. If indicated, elimination of unabsorbed drug should be achieved by emesis or 
gastric lavage: usual precautions should be observed to nutintain the airway. Because fenofibrate 
is highly bound to plasma proteins, hemodialysis should not be considered. 

DOSAGE AND ADMINISTRATION 

Patients should be placed on an appropriate lipid-lowering diet before receiving TRICOR. and 
should continue this diet during treatment with TRICOR. TRICOR should be given with meals 
thereby optimizing the bioavailability of the medication. 

For the treatment of adult patients with primary hypercholesterolemia or mixed 
hyperhpidemia. the initial dose of TRICOR is 200 mg per day.. 

For adult patients with hypertriglyceridemia, the initial dose is 67 to 200 mg per day Dosage 
should be individualized according to patient response, and should be adjusted if necessary ~ 
following repeat lipid determinations at 4 to 8 week intervals. The maximum dose is 200 mg per 

Treatment with TRICOR should be initiated at a dose of 67 mg/day in patients having 
impaired renal function, and increased only after evaluation of the effects on renal function and 
lipid levels at this dose. In the elderly, the initial dose should likewise be limited to 67 mg/day 
.u a t ™ ,™ ^ monitored periodically and consideration should be given to reducing 

the dosagvof TRICOR if lipid levels fall significantly below the targeted range 

HOW SUPPLIED 

TRICOR* (fenofibrate capsules), micronized. is available as hard gelatin capsules in three 
strengths: 

67 mg yellow capsules, imprinted with a on cap and Abbo-Code identification letters FR on 
^DC 0074^34"^ * (NDC ^° 74 ^ 342 - 90) ** Abbo " Pac Packages of 100 

134 mg white > capsules, imprinted with Son cap and Abbo-Code identification letters" AR on 
(We W SSSSHS^ n (NDC 0074 - 6447 - 90 > *»* Abb °- Pac P~*ag« of 100 

200 mg orange capsuies. imprinted with a on cap and Abbo-Code identification letters SR on 
body, available in bottles of 90 (NDC 0074-6415-90) and Abbo-Pac packages of 100 

KDA 19 - 3 04 /S- 005 Pg. 012 
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Storage . • ^ 

Store at controlled room temperature, 1 5-30°C (59-86 p F); Keep out of the reach of children. 
Protect from mofsture. 

Manufactured for Abbott Laboratories; North Chicago, IL 60064, U.S.A. bv Laboratoires 
Fournier, S A., 2 1 300 Chend ve, France 

Made in France 
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TRICOR® 

(fenofibrate tablets) 



R x Only 
DESCRIPTION 

TRICOR (fenofibrate tablets), is a lipid regulating agent available as tablets for oral administration. 
Each tablet contains 54 mg or 1 60 mg of fenofibrate. The chemical name for fenofibrate is 2-[4-(4- 
chlorobenzoyl) phenoxy]-2-methyl -propanoic acid, 1-methylethyl ester with the following structural 
formula: 




The empirical formula is C20H21O4CI and the molecular weight is 360.83; fenofibrate is insoluble in 
water. The melting point is 79-82° C. Fenofibrate is a white solid which is stable under ordinary 
conditions. 

Inactive Ingredients: Each tablet contains colloidal silicon dioxide, crospovidone, lactose 
monohydrate, lecithin, microcrystalline cellulose, polyvinyl alcohol, povidone, sodium lauryl sulfate, 
sodium stearyl fumarate, talc, titanium dioxide, and xanthan gum. 
In addition, individual tablets contain: 

54 mg tablets: D&C Yellow No. 10, FD&C Yellow No. 6, FD&C Blue No. 2. 
CLINICAL PHARMACOLOGY 

A variety of clinical studies have demonstrated that elevated levels of total cholesterol (total-C), low 
density lipoprotein cholesterol (LDL-C), and apolipoprotein B (apo B), an LDL membrane complex, 
are associated with human atherosclerosis. Similarly, decreased levels of high density lipoprotein 
cholesterol (HDL-C) and its transport complex, apolipoprotein A (apo Al and apo AH) are associated 
with the development of atherosclerosis. Epidemiologic investigations have established that 
cardiovascular morbidity and mortality vary directly with the level of total-C, LDL-C, and 
triglycerides, and inversely with the level of HDL-C. The independent effect of raising HDL-C or 
lowering triglycerides (TG) on the risk of cardiovascular morbidity and mortality has not been 
determined. 

Fenofibric acid, the active metabolite of fenofibrate, produces reductions in total cholesterol, 
LDL cholesterol, apolipoprotein B, total triglycerides and triglyceride rich lipoprotein (VLDL) in 
treated patients. In addition, treatment with fenofibrate results in increases in high density lipoprotein 
(HDL) and apoproteins apoAI and apoAH. 

The effects of fenofibric acid seen in clinical practice have been explained in vivo in transgenic 
mice and in vitro in human hepatocyte cultures by the activation of peroxisome proliferator activated 
receptor a (PPARa). Through this mechanism, fenofibrate increases lipolysis and elimination of 



triglyceride-rich particles from plasma by activating lipoprotein lipase and reducing production of 
apoprotein C-UQ (an inhibitor of lipoprotein lipase activity). 

The resulting fall in triglycerides produces an alteration in the size and composition of LDL from 
small, dense particles (which are thought to be atherogenic due to their susceptibility to oxidation), to 
large buoyant particles. These larger particles have a greater affinity for cholesterol receptors and are 
catabolized rapidly. Activation of PPARa also induces an increase in the synthesis of apoproteins A-I, 
A-II and HDL-cholesterol. 

Fenofibrate also reduces serum uric acid levels in hyperuricemic and normal individuals by 
increasing the urinary excretion of uric acid. 

Pharmacokinetics/Metabolism 

Plasma concentrations of fenofibric acid after administration of 54 mg and 160 mg tablets are 

equivalent under fed conditions to 67 and 200 mg capsules, respectively. 

Absorption 

The absolute bioavailability of fenofibrate cannot be determined as the compound is virtually insoluble 
in aqueous media suitable for injection. However, fenofibrate is well absorbed from the 
gastrointestinal tract. Following oral administration in healthy volunteers, approximately 60% of a 
single dose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid and its 
glucuronate conjugate, and 25% was excreted in the feces. Peak plasma levels of fenofibric acid occur 
within 6 to 8 hours after administration. 

The absorption of fenofibrate is increased when administered with food. With fenofibrate 
tablets, the extent of absorption is increased by approximately 35% under fed as compared to fasting 
conditions. 
Distribution 

In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be achieved within 5 
days of dosing and did not demonstrate accumulation across time following multiple dose 
administration. Serum protein binding was approximately 99% in normal and hyperlipidemic subjects. 
Metabolism 

Following oral administration, fenofibrate is rapidly hydrolyzed by esterases to the active metabolite, 
fenofibric acid; no unchanged fenofibrate is detected in plasma 

Fenofibric acid is primarily conjugated with glucuronic acid and then excreted in urine. A 
small amount of fenofibric acid is reduced at the carbonyl moiety to a benzhydrol metabolite which is, 
in turn, conjugated with glucuronic acid and excreted in urine. 

In vivo metabolism data indicate that neither fenofibrate nor fenofibric acid undergo oxidative 
metabolism (e.g., cytochrome P450) to a significant extent. 
Excretion 

After absorption, fenofibrate is mainly excreted in the urine in the form of metabolites, primarily 
fenofibric acid and fenofibric acid glucuronide. After administration of radiolabeled fenofibrate, 
approximately. 60% of the dose appeared in the urine and 25% was excreted in the feces. 

Fenofibric acid is eliminated with a half-life of 20 hours, allowing once daily administration in 
a clinical setting. 

Special Populations 

Geriatrics 

In elderly volunteers 77 - 87 years of age, the oral clearance of fenofibric acid following a single oral 
dose of fenofibrate was 1.2 L/h, which compares to 1.1 L/h in young adults. This indicates that a 
similar dosage regimen can be used in the elderly, without increasing accumulation of the drug or 



metabolites. 
Pediatrics 

TRICOR has not been investigated in adequate and well -controlled trials in pediatric patients. 
Gender 

No pharmacokinetic difference between males and females has been observed for fenofibrate. 
Race 

The influence of race on the pharmacokinetics of fenofibrate has not been studied, however fenofibrate 
is not metabolized by enzymes known for exhibiting inter-ethnic variability. Therefore, inter-ethnic 
pharmacokinetic differences are very unlikely. 
Renal insufficiency 

In a study in patients with severe renal impairment (creatinine clearance < 50 mL/min), the rate of 
clearance of fenofibric acid was greatly reduced, and the compound accumulated during chronic 
dosage. However, in patients having moderate renal impairment (creatinine clearance of 50 to 
90 mL/min), the oral clearance and the oral volume of distribution of fenofibric acid are increased 
compared to healthy adults (2.1 L/h and 95 L versus 1 . 1 L/h and 30 L, respectively). Therefore, the 
dosage of TRICOR should be minimized in patients who have severe renal impairment, while no 
modification of dosage is required in patients having moderate renal impairment 
Hepatic insufficiency 

No pharmacokinetic studies have been conducted in patients having hepatic insufficiency. 
Drug-drug interactions 

In vitro studies using human liver microsomes indicate that fenofibrate and fenofibric acid are not 
inhibitors of cytochrome (CYP) P450isoforms CYP3A4, CYP2D6, CYP2EI, or CYP1A2. They are 
weak inhibitors of CYP2C19 and CYP2A6, and mild-to-moderate inhibitors of CYP2C9 at therapeutic 
concentrations. 

Potentiation of coumarin-type anticoagulants has been observed with prolongation of the 
prothrombin time/INR. 

Bile acid sequestrants have been shown to bind other drugs given concurrently. Therefore, 
fenofibrate should be taken at least 1 hour before or 4-6 hours after a bile acid binding resin to avoid 
impeding its absorption. (See WARNINGS and PRECAUTIONS). 

Clinical Trials 

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia 
(Fredrickson Types Ha and lib) 

The effects of fenofibrate at a dose equivalent to 1 60 mg TRICOR per day were assessed from four 
randomized, placebo-controlled, double-blind, parallel-group studies including patients with the 
following mean baseline lipid values: total-C 306.9 mg/dL; LDL-C 213.8 mg/dL; HDL-C 52.3 mg/dL; 
and triglycerides 191.0 mg/dL. TRICOR therapy lowered LDL-C, Total-C, and the LDL-C/HDL-C 
ratio. TRICOR therapy also lowered triglycerides and raised HDL-C (see Table 1). 



Table 1 

Mean Percent Change in Lipid Parameters at End of Treatment 1 



Treatment Group 


Total-C 


LDL-C 


HDL-C 


TG 


Pooled Cohort 

Mean baseline lipid values (n=646) 
All FEN (n=361) 
Placebo (n=285) 


306.9 mg/dL 
-18.7%* 
-0.4% 


213.8 
mg/dL 
-20.6%* 
-2.2% 


52.3 mg/dL 
+11.0%* 

+0.7% 


191.0 
mg/dL 
-28.9%* 
+7.7% 


Baseline LDL-C > 160 mg/dL and 
TG < 150 mg/dL (Type Da) 
Mean baseline lipid values (n=334) 
All FEN (n=193) 
Placebo (n=141) 


307.7 mg/dL 
-22.4%* 
+0.2% 


227.7 
mg/dL 
-31.4%* 
-2.2% 


58.1 mg/dL 
+9.8%* 
+2.6% 


101.7 
mg/dL 
-23.5%* 
+11.7% 


Baseline LDL-C > 160 mg/dL and 
TG > 150 mg/dL (Type lib) 
Mean baseline lipid values (n=242) 
All FEN (n=126) 
Placebo (n=116) 


312.8 mg/dL 
-16.8%* 
-3.0% 


219.8 
mg/dL 
-20.1%* 
-6.6% 


46.7 mg/dL 
+14.6%* 
+2.3% 


231.9 
mg/dL 
-35.9%* 
+0.9% 



* Duration of study treatment was 3 to 6 months. 

* p = O.05 vs. Placebo 



In a subset of the subjects, measurements of apo B were conducted. TRICOR treatment significantly 
reduced apo B from baseline to endpoint as compared with placebo (-25.1% vs. 2.4%, pO.OOOl, 
n=213 and 143 respectively). 

Hypertriglyceridemia (Fred ricks oil Type IV and V) 

The effects of fenofibrate on serum triglycerides were studied in two randomized, double-blind, 
placebo-controlled clinical trials 1 of 147 hypertriglyceridemic patients (Fredrickson Types IV and V). 
Patients were treated for eight weeks under protocols that differed only in that one entered patients with 
baseline triglyceride (TG) levels of 500 to 1500 mg/dL, and the other TG levels of 350 to 500 mg/dL. 
In patients with hypertriglyceridemia and normal cholesterol emia with or without 
hyperchylomicronernia (Type IV/V hyperlipidemia), treatment with fenofibrate at dosages equivalent 
to 160 mg TRICOR per day decreased primarily very low density lipoprotein (VLDL) triglycerides and 
VLDL cholesterol. Treatment of patients with Type IV hyperlipoproteinemia and elevated triglycerides 
often results in an increase of low density lipoprotein (LDL) cholesterol (see Table 2). 



Table 2 

Effects of TRICOR in Patients With Fredrickson Type IV/V Hyperlipidemia 



Study 1 


Placebo 


TRICOR 


Baseline TG 


N 


RucaIIii 


ITnHnAin 

Mid It U |J UI1I 


SO 


N 


Baselin 


Endnoin 


% 


levels 350 to 499 




e 


t (Mean) 


Change 




e 


t (Mean) 


Change 


me/dL 




(Mean) 




(Mean) 




(Mean) 




(Mean) 


Triglycerides 


28 


449 


450 


-0.5 


27 


432 


223 


-46.2* 


VLDL 


19 


367 


350 


2.7 


19 


350 


178 


-44.1* 


Triglycerides 
Total Cholesterol 


28 


255 


261 


2.8 


27 


252 


227 


-9.1* 


HDL Cholesterol 


28 


35 


36 


4 


27 


34 


40 


19.6* 


LDL Cholesterol 


28 


120 


129 


12 


27 


128 


137 


14.5 


VLDL 


27 


99 


99 


5.8 


27 


92 


46 


-44J* 


Cholesterol 


















Study 2 


Placebo 


TRICOR 


Baseline TG 


N 


Baselin 


Endpoin 


% 


N 


Baselin 


Endpoin 


% 


levels 500 to 




e 


t (Mean) 


Change 




e 


t (Mean) 


Change 


1500 mg/dL 




(Mean) 




(Mean) 




(Mean) 




(Mean) 


Triglycerides 


44 


710 


750 


7.2 


48 


726 


308 


-54.5* 


VLDL 


29 


537 


571 


18.7 


33 


543 


205 


-50.6* 


Triglycerides 
Total Cholesterol 


44 


272 


271 


0.4 


48 


261 


223 


-13.8* 


HDL Cholesterol 


44 


27 


28 


5.0 


48 


30 


36 


22.9* 


LDL Cholesterol 


42 


100 


90 


-4.2 


45 


103 


131 


45.0* 


VLDL 


42 


137 


142 


11.0 


45 


126 


54 


-49.4* 


Cholesterol 



















* = p<0.05 vs. Placebo 



The effect of TRICOR on cardiovascular morbidity and mortality has not been determined 

INDICATIONS AND USAGE 
Treatment of Hypercholesterolemia 

TRICOR is indicated as adjunctive therapy to diet to reduce elevated LDL-C, Total -C, Triglycerides 
and Apo B, and to increase HDL-C in adult patients with primary hypercholesterolemia or mixed 
dyslipidemia (Fredrickson Types Ha and lib). Lipid-altering agents should be used in addition to a diet 
restricted in saturated fat and cholesterol when response to diet and non-pharmacological interventions 
alone has been inadequate (see National Cholesterol Education Program fNCEP] Treatment 
Guidelines, below). 

Treatment of Hypertriglyceridemia 

TRICOR is also indicated as adjunctive therapy to diet for treatment of adult patients with 
hypertriglyceridemia (Fredrickson Types IV and V hyperlipidemia). Improving glycemic control in 
diabetic patients showing fasting chylomicronemia will usually reduce fasting triglycerides and 
eliminate chylomicronemia thereby obviating the need for pharmacologic intervention. 

Markedly elevated levels of serum triglycerides (e.g. > 2,000 mg/dL) may increase the risk of 
developing pancreatitis. The effect of TRICOR therapy on reducing this risk has not been adequately 
studied. 



Drug therapy is not indicated for patients with Type I hyperlipoproteinemia, who have elevations of 
chylomicrons and plasma triglycerides, but who have normal levels of very low density lipoprotein 
(VLDL). Inspection of plasma refrigerated for 14 hours is helpful in distinguishing Types I, TV and V 
hyperlipoproteinemia 2 . 

The initial treatment for dyslipidemia is dietary therapy specific for the type of lipoprotein 
abnormality. Excess body weight and excess alcoholic intake may be important factors in 
hypertriglyceridemia and should be addressed prior to any drug therapy. Physical exercise can be an 
important ancillary measure. Diseases contributory to hyperlipidemia, such as hypothyroidism or 
diabetes mellitus should be looked for and adequately treated. Estrogen therapy, thiazide diuretics and 
beta-blockers, are sometimes associated with massive rises in plasma triglycerides, especially in 
subjects with familial hypertriglyceridemia. In such cases, discontinuation of the specific etiologic 
agent may obviate the need for specific drug therapy of hypertriglyceridemia. 

The use of drugs should be considered only when reasonable attempts have been made to obtain 
satisfactory results with non-drug methods. If the decision is made to use drugs, the patient should be 
instructed that this does not reduce the importance of adhering to diet. (See WARNINGS and 
PRECAUTIONS). 



Fredrickson ClassiGcation of Hyperlipoproteinemias 






Lipid Elevation 


Type 


Lipoprotein Elevated 


Major Minor 


I (rare) 


chylomicrons 


TG J-C 


Ha 


LDL 


C 


[lb 


LDL, VLDL 


C TG 


IQ (rare) 


IDL 


C,TG 


IV 


VLDL 


TG t-C 


V (rare) 


chylomicrons, VLDL 


TG !~ 


C=cholcsterol 






TG=trigrycerid cs 






LDL=low density lipoprotein 






VLDL=very low density, lipoprotein 




IDL=-~ intermediate density lipoprotein 




NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for Therapeutic Lifestyle 




Changes and Drug Therapy in Different Risk Categories 




LDL Level at Which to 






Initiate Therapeutic 


LDL Level at Which to 




LDL Lifestyle Changes 


Consider Drug Therapy 


Risk Category 


Goal (mg/dL) 


(mg/dL) 




(mg/dL) 




CHD T or CHD 


<100 >100 


>130 


risk equivalents 




(100- 129: drug optional) n 


(10-years risk 






>20%) 






2+ Risk Factors 


<130 >130 


10-year risk 10%-20%: >130 


(10-year risk 




1 0-year risk <10%: >160 


<20%) 






0-1 Risk Factor ftt 


<160 >160 


>190 



(160-189: LDL-lowering drug 
optional) 



* CHD = coronary heart disease 

n Some authorities recommend use of LDL-lowering drugs in this category if an LDL-C level of 
<100 mg/dL cannot be achieved by therapeutic lifestyle changes. Others prefer use of drugs that 
primarily modify triglycerides and HDL-C, e.g., nicotinic acid or fibrate. Clinical judgment also 
may call for deferring drug therapy in this subcategoiy . 

m Almost all people with 0-1 risk factor have 10-year risk <10%; thus, 10-year risk assessment in 
people with 0-1 risk factor is not necessary. 

After the LDL-C goal has been achieved, if the TG is still >200 mg/dL, non HDL-C (total-C minus 
HDL-C) becomes a secondary target of therapy. Non-HDL-C goals are set 30 mg/dL higher than LDL- 
C goals for each risk category. 

CONTRAINDICATIONS 

TRICOR is contraindicated in patients who exhibit hypersensitivity to fenofibrate. 

TRICOR is contraindicated in patients with hepatic or severe renal dysfunction, including 
primary biliary cirrhosis, and patients with unexplained persistent liver function abnormality. 

TRICOR is contraindicated in patients with preexisting gallbladder disease (see WARNINGS). 

WARNINGS 

Liver Function: Fenofibrate at doses equivalent to 107 mg to 160 mg TRICOR per day has been 
associated with increases in serum transaminases [AST (SGOT) or ALT (SGPT)]. In a pooled analysis 
of 10 placebo-controlled trials, increases to > 3 times the upper limit of normal occurred in 53% of 
patients taking fenofibrate versus 1.1% of patients treated with placebo - 

When transaminase determinations were followed either after discontinuation of treatment or 
during continued treatment a return to normal limits was usually observed. The incidence of increases 
in transaminases related to fenofibrate therapy appear to be dose related. In an 8-week dose-ranging 
study, the incidence of ALT or AST elevations to at least three times the upper limit of normal was 
13% in patients receiving dosages equivalent to 107 mg to 160 mg TRICOR per day and was 0% in 
those receiving dosages equivalent to 54 mg or less TRICOR per day, or placebo. Hepatocellular, 
chronic active and cholestatic hepatitis associated with fenofibrate therapy have been reported after 
exposures of weeks to several years. In extremely rare cases, cirrhosis has been reported in association 
with chronic active hepatitis. 

Regular periodic monitoring of liver function, including serum ALT (SGPT) should be performed 
for the duration of therapy with TRICOR, and therapy discontinued if enzyme levels persist above 
three times the normal limit. 

Cholelithiasis: Fenofibrate, like clofibrate and gemfibrozil, may increase cholesterol excretion into 
the bile, leading to cholelithiasis. If cholelithiasis is suspected, gallbladder studies are indicated. 
TRICOR therapy should be discontinued if gallstones are found. 

Concomitant Oral Anticoagulants: Caution should be exercised when anticoagulants are given in 
conjunction with TRICOR because of the potentiation of coumarin-type anticoagulants in prolonging 
the prothrombin time/INR. The dosage of the anticoagulant should be reduced to maintain the 
prothrombin time/INR at the desired level to prevent bleeding complications. Frequent prothrombin 
time/INR determinations are advisable until it has been definitely determined that the prothrombin 
time/INR has stabilized. 

Concomitant HMG-CoA Reductase Inhibitors: The combined use of TRICOR and HMG-CoA 
reductase inhibitors should be avoided unless the benefit of further alterations in lipid levels is likely to 
outweigh the increased risk of this drug combination. 



In a single-dose drug interaction study in 23 healthy adults the concomitant administration of 
TRICOR and pravastatin resulted in no clinically important difference in the pharmacokinetics of 
fenofibric acid, pravastatin or its active metabolite 3a-hydroxy iso-pravastatin when compared to either 
drug given alone. 

The combined use of fibric acid derivatives and HMG-CoA reductase inhibitors has been 
associated, in the absence of a marked pharmacokinetic interaction, in numerous case reports, with 
rhabdomyolysis, markedly elevated creatine kinase (CK) levels and myoglobinuria, leading in a high 
proportion of cases to acute renal failure. 

The use of fibrates alone, including TRICOR, may occasionally be associated with myositis, 
myopathy, or rhabdomyolysis. Patients receiving TRICOR and complaining of muscle pain, 
tenderness, or weakness should have prompt medical evaluation for myopathy, including serum 
creatine kinase level determination. If myopathy /myositis is suspected or diagnosed, TRICOR therapy 
should be stopped. 

Mortality: Hie effect of TRICOR on coronary heart disease morbidity and mortality and non- 
cardiovascular mortality has not been established. 

Other Considerations: In the Coronary Drug Project, a large study of post myocardial infarction of 
patients treated for 5 years with clofibrate, there was no difference in mortality seen between the 
clofibrate group and the placebo group. There was however, a difference in the rate of cholelithiasis 
and cholecystitis requiring surgery between the two groups (3.0% vs. 1 .8%). 

Because of chemical, pharmacological, and clinical similarities between TRICOR (fenofibrate 
tablets), Atromid-S (clofibrate), and Lopid (gemfibrozil), the adverse findings in 4 large randomized, 
placebo-controlled clinical studies with these other fibrate drugs may also apply to TRICOR. 

In a study conducted by the World Health Organization (WHO), 5000 subjects without known 
coronary artery disease were treated with placebo or clofibrate for 5 years and followed for an 
additional one year. There was a statistically significant, higher age-adjusted all-cause mortality in the 
clofibrate group compared with the placebo group (5.70% vs. 3.96%, p=<0.01). Excess mortality was 
due to a 33% increase in non-cardiovascular causes, including malignancy, postcholecystectomy 
complications, and pancreatitis. This appeared to confirm the higher risk of gallbladder disease seen in 
clofibrate-treated patients studied in the Coronary Drug Project. 

The Helsinki Heart Study was a large (n=4081) study of middle-aged men without a history of 
coronary artery disease. Subjects received either placebo or gemfibrozil for 5 years, with a 3.5 year 
open extension afterward. Total mortality was numerically higher in the gemfibrozil randomization 
group but did not achieve statistical significance (p=0.19, 95% confidence interval for relative risk 
G:P=.91-1.64). Although cancer deaths trended higher in the gemfibrozil group (p=0. 1 1), cancers 
(excluding basal cell carcinoma) were diagnosed with equal frequency in both study groups. Due to 
the limited size of the study, the relative risk of death from any cause was not shown to be different 
than that seen in the 9 year follow-up data from World Health Organization study (RR=1.29). 
Similarly, the numerical excess of gallbladder surgeries in the gemfibrozil group did not differ 
statistically from that observed in the WHO study. 

A secondary prevention component of the Helsinki Heart Study enrolled middle-aged men 
excluded from the primary prevention study because of known or suspected coronary heart disease. 
Subjects received gemfibrozil or placebo for 5 years. Although cardiac deaths trended higher in the 
gemfibrozil group r this was not statistically significant (hazard ratio 2.2, 95% confidence interval: 
0.94-5.05). The rate of gallbladder surgery was not statistically significant between study groups, but 
did trend higher in the gemfibrozil group, (1.9% vs. 0.3%, p=0.07). There was a statistically significant 
difference in the number of appendectomies in the gemfibrozil group (6/311 vs. 0/317, p=0.029). 



♦ 



PRECAUTIONS 

Initial therapy: Laboratory studies should be done to ascertain that the lipid levels are consistently 
abnormal before instituting TRICOR therapy. Every attempt should be made to control serum lipids 
with appropriate diet, exercise, weight loss in obese patients, and control of any medical problems such 
as diabetes mellitus and hypothyroidism that are contributing to the lipid abnormalities. Medications 
known to exacerbate hypertriglyceridemia (beta-blockers, thiazides, estrogens) should be discontinued 
or changed if possible prior to consideration of triglyceride-lowering drug therapy. 
Continued therapy: Periodic determination of serum lipids should be obtained during initial therapy 
in order to establish the lowest effective dose of TRICOR. Therapy should be withdrawn in patients 
who do not have an adequate response after two months of treatment with the maximum recommended 
dose of 160 mg per day. 

Pancreatitis: Pancreatitis has been reported in patients taking fenofibrate ; gemfibrozil, and clofibrate. 
This occurrence may represent a failure of efficacy in patients with severe hypertriglyceridemia, a 
direct drug effect, or a secondary phenomenon mediated through biliary tract stone or sludge formation 
with obstruction of the common bile duct 

Hypersensitivity Reactions: Acute hypersensitivity reactions including severe skin rashes requiring 
patient hospitalization and treatment with steroids have occurred very rarely during treatment with 
fenofibrate, including rare spontaneous reports of Stevens-Johnson syndrome, and toxic epidermal 
necrolysis. Urticaria was seen in 1. 1 vs. 0%, and rash in 1.4 vs. 0.8% of fenofibrate and placebo 
patients respectively in controlled trials. 

Hematologic Changes: Mild to moderate hemoglobin, hematocrit, and white blood cell decreases 
have been observed in patients following initiation of fenofibrate therapy. However, these levels 
stabilize during long-term administration. Extremely rare spontaneous reports of thrombocytopenia and 
agranulocytosis have been received during post-marketing surveillance outside of the U.S. Periodic 
blood counts are recommended during the first 12 months of TRICOR administration. 
Skeletal muscle: The use of fibrates alone, including TRICOR, may occasionally be associated with 
myopathy. Treatment with drugs of the fibrate class has been associated on rare occasions with 
rhabdomyolysis, usually in patients with impaired renal function. Myopathy should be considered in 
any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked elevations of creatine 
phosphokinase levels. 

Patients should be advised to report promptly unexplained muscle pain, tenderness or 
weakness, particularly if accompanied by malaise or fever. CPK levels should be assessed in patients 
reporting these symptoms, and fenofibrate therapy should be discontinued if markedly elevated CPK 
levels occur or myopathy is diagnosed. 

Drug Interactions 

Oral Anticoagulants: CAUTION SHOULD BE EXERCISED WHEN COUMARIN 
ANTICOAGULANTS ARE GIVEN IN CONJUNCTION WITH TRICOR. THE DOSAGE OF 
THE ANTICOAGULANTS SHOULD BE REDUCED TO MAINTAIN THE PROTHROMBIN 
TIME/INR AT THE DESIRED LEVEL TO PREVENT BLEEDING COMPLICATIONS. 
FREQUENT PROTHROMBIN TIME/INR DETERMINATIONS ARE ADVISABLE UNTIL IT 
HAS BEEN DEFINITELY DETERMINED THAT THE PROTHROMBIN TIME/INR HAS 
STABILIZED. 

HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG-CoA reductase inhibitors 
should be avoided unless the benefit of further alterations in lipid levels is likely to outweigh the 
increased risk of this drug combination (see WARNINGS). 

Resins: Since bile acid sequestrants may bind other drugs given concurrently, patients should take 



TRICOR at least 1 hour before or 4-6 hours after a bile acid binding resin to avoid impeding its 
absorption. 

Cyclosporine: Because cyclosporine can produce nephrotoxicity with decreases in creatinine 
clearance and rises in serum creatinine, and because renal excretion is the primary elimination route of 
fibrate drugs including TRICOR, there is a risk that an interaction will lead to deterioration. The 
benefits and risks of using TRICOR with immunosuppressants and other potentially nephrotoxic agents 
should be carefully considered, and the lowest effective dose employed. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: In a 24-month study in rats (10, 45, and 200 
mg/kg; 0.3, 1, and 6 times the maximum recommended human dose on the basis of mg/meter of 
surface area), the incidence of liver carcinoma was significantly increased at 6 times the maximum 
recommended human dose in males and females. A statistically significant increase in pancreatic 
carcinomas occurred in males at 1 and 6 times the maximum recommended human dose; there were 
also increases in pancreatic adenomas and benign testicular interstitial cell tumors at 6 times the 
maximum recommended human dose in males. In a second 24-month study in a different strain of rats 
(doses of 10 and 60 mg/kg; 0.3 and 2 times the maximum recommended human dose based on 
mg/meter 2 surface area), there were significant increases in the incidence of pancreatic acinar 
adenomas in both sexes and increases in interstitial cell tumors of the testes at 2 times the maximum 
recommended human dose. 

A comparative carcinogenicity study was done in rats comparing three drugs: feno fibrate (1 0 
and 70 mg/kg; 0.3 and 1.6 times the maximum recommended human dose), clofibrate (400 mg/kg; 1.6 
times the human dose), and gemfibrozil (250 mg/kg; 1.7 times the human dose) (multiples based on 
mg/meter 2 surface area). Pancreatic acinar adenomas were increased in males and females on 
fenofibrate; hepatocellular carcinoma and pancreatic acinar adenomas were increased in males and 
hepatic neoplastic nodules in females treated with clofibrate; hepatic neoplastic nodules were increased 
in males and females treated with gemfibrozil while testicular interstitial cell tumors were increased in 
males on all three drugs. 

In a 21-month study in mice at doses of 10, 45, and 200 mg/kg (approximately 0.2, 0.7 and 3 
times the maximum recommended human dose on the basis of mg/meter 2 surface area), there were 
statistically significant increases in liver carcinoma at 3 times the maximum recommended human dose 
in both males and females. In a second 18-month study at the same doses, there was a significant 
increase in liver carcinoma in male mice and liver adenoma in female mice at 3 times the maximum 
recommended human dose. 

Electron microscopy studies have demonstrated peroxisomal proliferation following fenofibrate 
administration to the rat. An adequate study to test for peroxisome proliferation in humans has not 
been done, but changes in peroxisome morphology and numbers have been observed in humans after 
treatment with other members of the fibrate class when liver biopsies were compared before and after 
treatment in the same individual. 

Fenofibrate has been demonstrated to be devoid of mutagenic potential in the following tests: 
Ames, mouse lymphoma, chromosomal aberration and unscheduled DNA synthesis. 

Pregnancy Category C: Fenofibrate has been shown to be embryocidal and teratogenic in rats when 
given in doses 7 to 10 times the maximum recommended human dose and embryocidal in rabbits when 
given at 9 times the maximum recommended human dose (on the basis of mg/meter 2 surface area). 
There are no adequate and well-controlled studies in pregnant women. Fenofibrate should be used 
during pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Administration of 9 times the maximum recommended human dose of fenofibrate to female 
rats before and throughout gestation caused 1 00% of dams to delay delivery and resulted in a 60% 



increase in post-implantation loss, a decrease in litter size, a decrease in birth weight, a 40% survival 
of pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to weaning, and an 
increase in spina bifida. 

Administration of 10 times the maximum recommended human dose to female rats on days 6- 
15 of gestation caused an increase in gross, visceral and skeletal findings in fetuses (domed 
head/hunched shoulders/rounded body/abnormal chest, kyphosis, stunted fetuses, elongated sternal 
ribs, malformed steraebrae, extra foramen in palatine, misshapen vertebrae, supernumerary ribs). 

Administration of 7 times the maximum recommended human dose to female rats from day 15 
of gestation through weaning caused a delay in delivery, a 40% decrease in live births, a 75% decrease 
in neonatal survival, and decreases in pup weight, at birth as well as on days 4 and 21 post-partum. 

Administration of 9 and 1 8 times the maximum recommended human dose to female rabbits 
caused abortions in 1 0% of dams at 9 times and 25% of dams at 1 8 times the maximum recommended 
human dose and death of 7% of fetuses at 18 times the maximum recommended human dose. 

Nursing mothers: Fenofibrate should not be used in nursing mothers. Because of the potential for 
tumorigenicity seen in animal studies, a decision should be made whether to discontinue nursing or to 
discontinue the drug. 

Pediatric Use: Safety and efficacy in pediatric patients have not been established. 

Geriatric Use: Fenofibric acid is known to be substantially excreted by the kidney, and the risk of 
adverse reactions to this drug may be greater in patients with impaired renal function. Because elderly 
patients are more likely to have decreased renal function, care should be taken in dose selection. 

ADVERSE REACTIONS 

CLINICAL: Adverse events reported by 2% or more of patients treated with fenofibrate during the 
double-blind, placebo-controlled trials, regardless of causality, are listed in the table below. Adverse 
events led to discontinuation of treatment in 5.0% of patients treated with fenofibrate and in 3.0% 
treated with placebo. Increases in liver function tests were the most frequent events, causing 
discontinuation of fenofibrate treatment in 1.6% of patients in double-blind trials. 



BODY SYSTEM 


Fenofibrate* 


Placebo 


. Adverse Event 


(N=439) 


(N=365) 


BODY AS A WHOLE 






Abdominal Pain 


4.6% 


4.4% 


Back Pain 


3.4% 


2.5% 


Headache 


3.2% 


2.7% 


Asthenia 


2.1% 


3.0% 


Flu Syndrome 


2.1% 


2.7% 


DIGESTIVE 






Liver Function Tests Abnormal 


7.5%** 


1.4% 


Diarrhea 


2.3% 


4.1% 


Nausea 


2.3% 


1.9% 


Constipation 


2.1% 


1.4% 


METABOLIC AND NUTRITIONAL DISORDERS 




SGPT Increased 


3.0% 


1.6% 


Creatine Phosphokinase Increased 


3.0% 


1.4% 



SGOT Increased 



3.4% ** 



0.5% 



RESPIRATORY 

Respiratory Disorder 
Rhinitis . 

* Dosage equivalent to 200 mgTRJCOR 
**. Significantly different from Placebo 



6.2% 
2.3% 



5.5% 
1.1% 



Additional adverse events reported by three or more patients in placebo-controlled trials or reported in 
other controlled or open trials, regardless of causality are listed below. 

BODY ASA WHOLE: Chest pain, pain (unspecified), infection, malaise, allergic reaction, cyst, hernia, 
fever, photosensitivity reaction, and accidental injury. 

CARDIOVASCULAR SYSTEM: Angina pectoris, hypertension, vasodilatation, coronary artery 
disorder, electrocardiogram abnormal, ventricular extrasy stoles, myocardial infarct, peripheral vascular 
disorder, migraine, varicose vein, cardiovascular disorder, hypotension, palpitation, vascular disorder, 
arrhythmia, phlebitis, tachycardia, extrasystoles, and atrial fibrillation. 

DIGESTIVE SYSTEM: Dyspepsia, flatulence, nausea, increased appetite, gastroenteritis, cholelithiasis, 
rectal disorder, esophagitis, gastritis, colitis, tooth disorder, vomiting, anorexia, gastrointestinal 
disorder, duodenal ulcer, nausea and vomiting, peptic ulcer, rectal hemorrhage, liver fatty deposit, 
cholecystitis, eructation, gamma glutamyl transpeptidase, and diarrhea. 
ENDOCRINE SYSTEM: Diabetes mellitus 

HEMIC AND LYMPHATIC SYSTEM: Anemia, leukopenia, ecchymosis, eosinophilia, 
lymphadenopathy, and thrombocytopenia 

METABOLIC AND NUTRITIONAL DISORDERS: Creatinine increased, weight gain, hypoglycemia, 
gout, weight loss, edema, hyperuricemia, and peripheral edema 

MUSCULOSKELETAL SYSTEM: Myositis, myalgia, arthralgia, arthritis, tenosynovitis, joint disorder, 
arthrosis, leg cramps, bursitis, and myasthenia 

NERVOUS SYSTEM: Dizziness, insomnia, depression, vertigo, libido decreased, anxiety, paresthesia, 
dry mouth, hypertonia, nervousness, neuralgia, and somnolence. 

RESPIRATORY SYSTEM: Pharyngitis, bronchitis, cough increased, dyspnea, asthma, pneumonia, 
laryngitis, and sinusitis. 

SKIN AND APPEND A GES: Rash, pruritus, eczema, herpes zoster, urticaria, acne, sweating, fungal 
dermatitis, skin disorder, alopecia, contact dermatitis, herpes simplex ? maculopapular rash, nail 
disorder, and skin ulcer. 

SPECIAL SENSES: Conjunctivitis, eye disorder, amblyopia, ear pain, otitis media, abnormal vision, 
cataract specified, and refraction disorder. 

UROGENITAL SYSTEM: Urinary frequency, prostatic disorder, dysuria, kidney function abnormal, 
urolithiasis, gynecomastia, unintended pregnancy, vaginal moniliasis, and cystitis. 

OVERDOSAGE 

There is no specific treatment for overdose with TRICOR. General supportive care of the patient is 
indicated, including monitoring of vital signs and observation of clinical status, should an overdose 
occur. If indicated, elimination of unabsorbed drug should be achieved by emesis or gastric lavage; 
usual precautions should be observed to maintain the airway. Because fenofibrate is highly bound to 
plasma proteins, hemodialysis should not be considered. 

DOSAGE AND ADMINISTRATION 

Patients should be placed on an appropriate lipid-lowering diet before receiving TRJCOR, and should 



continue this diet during treatment with TRICOR TRICOR tablets should be given with meals, thereby 
optimizing the bioavailability of the medication. 

For the treatment of adult patients with primary hypercholesterolemia or mixed hyperlipidemia, the 
initial dose of TRICOR is 160 mg per day. 

For adult patients with hypertriglyceridemia, the initial dose is 54 to 160 mg per day. Dosage 
should be individualized according to patient response, and should be adjusted if necessary following 
repeat lipid determinations at 4 to 8 week intervals. The maximum dose is 1 60 mg per day. 

Treatment with TRICOR should be initiated at a dose of 54 mg/day in patients having impaired 
renal function, and increased only after evaluation of the effects on renal function and lipid levels at 
this dose. In the elderly, the initial dose should likewise be limited to 54 mg/day. 

Lipid levels should be monitored periodically and consideration should be given to reducing the 
dosage of TRICOR if lipid levels fall significantly below the targeted range. 

HOW SUPPLIED 

TRICOR™ (fenofibrate tablets) is available in two strengths: 

54 mg yellow tablets, imprinted with a and Abbo-Code identification letters "TA", available in bottles 
of 90 (NDC 0074-4009-90). 

160 mg white tablets, imprinted with a and Abbo-Code identification letters "TC'\ available in bottles 
of 90 (NDC 0074-4013-90). 

Storage 

Store at controlled room temperature, 15-30°C (59-86°F). Keep out of the reach of children. Protect 
from moisture. 

Manufactured for Abbott Laboratories, North Chicago, IL 60064, U.S.A. by Laboratoires Foumier, 
S.A., 21300 Chenove, France 

Made in France 
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DESCRIPTION 

TRICOR (fenofibrate tablets), is a lipid regulating agent available as tablets for oral administration. Each tablet contains 48 mg or 
145 mg of fenofibrate. The chemical name for fenofibrate is 2-[4-(4-chlorobenzoyI) phenoxy]-2-methyl-propanoic acid, 
1-methylethyl ester with the following structural formula: 

I 1 , y CH3 CH 3 

CI — \ V C (\ /) — O— C C O— C— H 



The empirical formula is C 2 oH 2 i0 4 Cl and the molecular weight is 360.83; fenofibrate is insoluble in water. The melting point is 
79-82° C. Fenofibrate is a white solid which is stable under ordinary conditions. 

Inactive Ingredients: Each tablet contains hypromellose 2910 (3cps), docusate sodium, sucrose, sodium lauryl sulfate, lactose 
monohydrate, silicified microcrystalline cellulose, crospovidone, and magnesium stearate. 
In addition, individual tablets contain: 

48 mg tablets: polyvinyl alcohol, titanium dioxide, talc, soybean lecithin, xanthan gum, D&C Yellow #10 aluminum lake, 
FD&C Yellow #6 /sunset yellow FCF aluminum lake, FD&C Blue #2 /indigo carmine aluminum lake. 
145 mg tablets: polyvinyl alcohol, titanium dioxide, talc, soybean lecithin, xanthan gum. 



CLINICAL PHARMACOLOGY 

A variety of clinical studies have demonstrated that elevated levels of total cholesterol (total-C), low density lipoprotein cholesterol 
(LDL-C), and apolipoprotein B (apo B), an LDL membrane complex, are associated with human atherosclerosis. Similarly, decreased 
levels of high density lipoprotein cholesterol (HDL-C) and its transport complex, apolipoprotein A (apo AI and apo All) are associat- 
ed with the development of atherosclerosis. Epidemiologic investigations have established that cardiovascular morbidity and mortality 
vary directly with the level of total-C, LDL-C, and triglycerides, and inversely with the level of HDL-C. The independent effect of 
raising HDL-C or lowering triglycerides (TG) on the risk of cardiovascular morbidity and mortality has not been determined. 

Fenofibric acid, the active metabolite of fenofibrate, produces reductions in total cholesterol, LDL cholesterol, apolipoprotein B, total 
triglycerides and triglyceride rich lipoprotein (VLDL) in treated patients. In addition, treatment with fenofibrate results in increases in 
high density lipoprotein (HDL) and apoproteins apoAI and apoAII. 

The effects of fenofibric acid seen in clinical practice have been explained in vivo in transgenic mice and in vitro in human 
hepatocyte cultures by the activation of peroxisome proliferator activated receptor a (PPARa). Through this mechanism, fenofibrate 
increases lipolysis and elimination of triglyceride-rich particles from plasma by activating lipoprotein lipase and reducing production 
of apoprotein C-III (an inhibitor of lipoprotein lipase activity). 

The resulting fall in triglycerides produces an alteration in the size and composition of LDL from small, dense particles (which are 
thought to be atherogenic due to their susceptibility to oxidation), to large buoyant particles. These larger particles have a greater affin- 
ity for cholesterol receptors and are catabolized rapidly. Activation of PPARa also induces an increase in the synthesis of apoproteins 
A-I, A-Il and HDL-cholesterol. 

Fenofibrate also reduces serum uric acid levels in hyperuricemic and normal individuals by increasing the urinary excretion of 
uric acid. 

Pharmacokinetics/Metabolism 

Plasma concentrations of fenofibric acid after administration of three 48 mg or one 145 mg tablets are equivalent under fed conditions 

to one 200 mg capsule. 

Absorption 

The absolute bioavailability of fenofibrate cannot be determined as the compound is virtually insoluble in aqueous media suitable for 
injection. However, fenofibrate is well absorbed from the gastrointestinal tract. Following oral administration in healthy volunteers, 
approximately 60% of a single dose of radiolabeled fenofibrate appeared in urine, primarily as fenofibric acid and its glucuronate con- 
jugate, and 25% was excreted in the feces. Peak plasma levels of fenofibric acid occur within 6 to 8 hours after administration. 
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Exposure to fenofibric acid in plasma, ^asured by C max and AUC, is not signifies 'ifferent when a single 145 mg dose of 

fenofibfate is adrninsstered under fasting 01 nonfasting conditions. 

Distribution 

In healthy volunteers, steady-state plasma levels of fenofibric acid were shown to be achieved within 5 days of dosing and did not 
demonstrate accumulation across time following multiple dose administration. Serum protein binding was approximately 99% in 
normal and hyperlipidemic subjects. 
Metabolism 

Following oral administration, fenofibrate is rapidly hydrolyzed by esterases to the active metabolite, fenofibric acid; no unchanged 
fenofibrate is detected in plasma. 

Fenofibric acid is primarily conjugated with glucuronic acid and then excreted in urine. A small amount of fenofibric acid is reduced 
at the carbonyl moiety to a benzhydrol metabolite which is, in turn, conjugated with glucuronic acid and excreted in urine. 

In vivo metabolism data indicate that neither fenofibrate nor fenofibric acid undergo oxidative metabolism (e.g., cytochrome P450) to 
a significant extent. 
Excretion 

After absorption, fenofibrate is mainly excreted in the urine in the form of metabolites, primarily fenofibric acid and fenofibric acid 
glucuronide. After administration of radiolabelled fenofibrate, approximately 60% of the dose appeared in the urine and 25% was 
excreted in the feces. 

Fenofibric acid is eliminated with a half-life of 20 hours, allowing once daily administration in a clinical setting. 

Special Populations 
Geriatrics 

In elderly volunteers 77 - 87 years of age, the oral clearance of fenofibric acid following a single oral dose of fenofibrate was 1 .2 L/h. 
which compares to 1.1 L/h in young adults. This indicates that a similar dosage regimen can be used in the elderly, without increasing 
accumulation of the drug or metabolites. 
Pediatrics 

TRICOR has not been investigated in adequate and well -controlled trials in pediatric patients. 
Gender 

No pharmacokinetic difference between males and females has been observed for fenofibrate. 
Race 

The influence of race on the pharmacokinetics of fenofibrate has not been studied, however fenofibrate is not metabolized by enzymes 
known for exhibiting inter-ethnic variability. Therefore, inter-ethnic pharmacokinetic differences are very unlikely. 
Renal insufficiency 

In a study in patients with severe renal impairment (creatinine clearance < 50 rnL/min), the rate of clearance of fenofibric acid was great- 
ly reduced, and the compound accumulated during chronic dosage. However, in patients having moderate renal impairment (creatinine 
clearance of 50 to 90 mUmin), the oral clearance and the oral volume of distribution of fenofibric acid are increased compared to healthy 
adults (2.1 L/h and 95 L versus 1.1 L/h and 30 L, respectively). Therefore, the dosage of TRICOR should be minimized in patients who 
have severe renal impairment, while no modification of dosage is required in patients having moderate renal impairment. 
Hepatic insufficiency 

No pharmacokinetic studies have been conducted in patients having hepatic insufficiency. 
Drug-drug interactions 

In vitro studies using human liver microsomes indicate that fenofibrate and fenofibric acid are not inhibitors of cytochrome (CYP) P450 
isoforms CYP3A4, CYP2D6, CYP2E1, or CYP1A2. They are weak inhibitors of CYP2C19 and CYP2A6, and mild-to-moderate 
inhibitors of CYP2C9 at therapeutic concentrations. 
Potentiation of coumarin-type anticoagulants has been observed with prolongation of the prothrombin time/INR. 

Bile acid sequestrants have been shown to bind other drugs given concurrently. Therefore, fenofibrate should be taken at least 1 hour 
before or 4-6 hours after a bile acid binding resin to avoid impeding its absorption. (See WARNINGS and PRECAUTIONS). 

Concomitant administration of fenofibrate (equivalent to 145 mg TRICOR) with pravastatin (40 mg) once daily for 10 days has been 
shown to increase the mean C max and AUC values for pravastatin by 36% (range from 69% decrease to 321 % increase) and 28% (range 
from 54% decrease to 128% increase), respectively, and for 3a-hydroxy-iso-pravastatin by 55% (range from 32% decrease to 
314% increase) and 39% (range from 24% decrease to 261% increase), respectively in 23 healthy adults. 
A single dose of pravastatin had no clinically important effect on the pharmacokinetics of fenofibric acid. 

Concomitant administration of fenofibrate (equivalent to 145 mg TRICOR) with atorvastatin (20 mg) once daily for 10 days result- 
ed in approximately 17% decrease (range from 67% decrease to 44% increase) in atorvastatin AUC values in 22 healthy males. The 
atorvastatin C„, ax values were not significantly affected by fenofibrate. The pharmacokinetics of fenofibric acid were not significantly 
affected by atorvastatin. 



Clinical Trials 

Hypercholesterolemia (Heterozygous Familial and Nonfamilial) and Mixed Dyslipidemia (Fredrickson Types Ha and lib) 
The effects of fenofibrate at a dose equivalent to 145 mg TRICOR (fenofibrate tablets) per day were assessed from four randomized, placebo- 
controlled, double-blind, parallel-group studies including patients with the following mean baseline lipid values: total-C 306.9 mg/dU 
LDL-C 213.8 mg/dL; HDL-C 52.3 mg/dL; and triglycerides 191.0 mg/dL. TRICOR therapy lowered LDL-C, Total-C, and the LDL-C/HDL-C 
ratio. TRICOR therapy also lowered triglycerides and raised HDL-C (see Table 1). 
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Table 1 

Mean 1- client Change in Lipid Parameters at End ol ^.^tmentT 



Treatment Group 



Total-C 



LDL-C 



HDL-C 



TG 



Pooled Cohort 
Mean baseline lipid 

values (n=646) 
All FEN (n=361) 
Placebo (n=285) 



306.9 mg/dL 
-18.7%* 
-0.4% 



213.8 mg/dL 
-20.6%* 
-2.2% 



52.3 mg/dL 
+11.0%* 
+0.7% 



191.0 mg/dL 
-28.9%* 
+7.7% 



Baseline LDL-C > 160 mg/dL 
and TG < 150 mg/dL (Type Ila) 
Mean baseline lipid 

values (n=334) 307.7 mg/dL 
All FEN (n=193) -22.4%* 
Placebo (n=141) +0-2% 



227.7 mg/dL 
-31.4%* 
-2.2% 



58. 1 mg/dL 
+9.8%* 
+2.6% 



101.7 mg/dL 
-23.5%* 
+11.7% 



Baseline LDL-C > 160 mg/dL 
andTG > 150 mg/dL (Type lib) 
Mean baseline lipid 

values (n=242) 
All FEN (n=126) 
Placebo (n=116) 



312.8 mg/dL 
-16.8%* 
-3.0% 



219.8 mg/dL 
-20.1%* 
-6.6% 



46.7 mg/dL 
+14.6%* 
+2.3% 



23 L9 mg/dL 
-35.9%* 
+0.9% 



t Duration of study treatment was 3 to 6 months. 
" p = < 0.05 vs. Placebo 

In a subset of the subjects, measurements of apo B were conducted. TRICOR treatment significantly reduced apo B from baseline to 
endpoint as compared with placebo (-25.1% vs. 2.4%, p<0.0001, n=213 and 143 respectively). 

Hypertriglyceridemia (Fredrickson Type IV and V) . 
The effects of fenofibrate on serum triglycerides were studied in two randomized, double-blind, placebo-controlled clinical J* 
147 hypertriglyceridemic patients (Fredrickson Types IV and V). Patients were treated for eight weeks under protocols that duTered 
only in that one entered patients with baseline triglyceride (TG) levels of 500 to 1500 mg/dL, and the other TG levels of 350 to 
500 mg/dL In patients with hypertriglyceridemia and normal cholesterol emia with or without hyperchylomicronemia (Type IV/V 
hyperiipidemia), treatment with fenofibrate at dosages equivalent to 145 mg TRICOR per day decreased primarily very low density 
lipoprotein (VLDL) triglycerides and VLDL cholesterol. Treatment of patients with Type IV hyperlipoproteinemia and elevated 
triglycerides often results in an increase of low density lipoprotein (LDL) cholesterol (see Table 2). 

Table 2 

Effects of TRICOR in Patients With Fredrickson 



Study 1 


Placebo 






TRICOR 






Baseline TG levels 

350 to 499 mg/dL 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


Triglycerides 


28 


449 


450 


-0.5 


27 


432 


223 


-46.2* 


VLDL Triglycerides 


19 


367 


350 


2.7 


19 


350 


178 


-44.1* 


Total Cholesterol 


28 


255 


261 


2.8 


27 


252 


227 


-9.1* 


HDL Cholesterol 


28 


35 


36 


4 


27 


34 


40 


19.6* 


LDL Cholesterol 


28 


120 


129 


12 


27 


128 


137 


143 


VLDL Cholesterol 


27 


99 


99 


5.8 


27 


92 


46 


-44.7* 


Study 2 


Placebo 






TRICOR 






Baseline TG levels 
500 to 1500 mg/dL 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


N 


Baseline 
(Mean) 


Endpoint 
(Mean) 


% Change 
(Mean) 


Triglycerides 


44 


710 


750 


7.2 


48 


726 


308 


-54.5* 


VLDL Triglycerides 


29 


537 


571 


18.7 


33 


543 


205 


-50.6* 


Total Cholesterol 


44 


272 


271 


0.4 


48 


261 


223 


-13.8* 


HDL Cholesterol 


44 


27 


28 


5.0 


48 


30 


36 


22.9* 


LDL Cholesterol 


42 


100 


90 


-4.2 


45 


103 


131 


45.0* 


VLDL Cholesterol 


42 


137 


142 


11.0 


45 


126 


54 


-49.4* 



p < 0.05 vs. Placebo 

The effect of TRICOR on cardiovascular morbidity and mortality has not been determined. 
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INDICATIONS AND USAGE 

Treatment pf Hypefc^ole^tetolemia 

TR1COR is indicated as adjunctive therapy to diet to reduce elevated LDL-C, Total-C, Triglycerides and Apo B ? and to increase 
HDL-C in adult patients with primary hypercholesterolemia or mixed dysiipidemia (Fredrickson Types Ha and lib). Lipid-altering 
agents should be used in addition to a diet restricted in saturated fat and cholesterol when response to diet and non-pharmacological 
interventions alone has been inadequate (see National Cholesterol Education Program [NCEP] Treatment Guidelines, below). 

Treatment of Hypertriglyceridemia m 

TRICOR is also indicated as adjunctive therapy to diet for treatment of adult patients with hypertriglyceridemia (Fredrickson Types I v 
and V hyperlipidemia). Improving glycemic control in diabetic patients showing fasting chylomicronemia will usually reduce fasting 
triglycerides and eliminate chylomicronemia thereby obviating the need for pharmacologic intervention. 

Markedly elevated levels of serum triglycerides (e.g. > 2,000 mg/dL) may increase the risk of developing pancreatitis. The effect of 
TRICOR therapy on reducing this risk has not been adequately studied. 

Drug therapy is not indicated for patients with Type I hyperlipoproteinemia, who have elevations of chylomicrons and plasma 
triglycerides, but who have normal levels of very low density lipoprotein (VLDL). Inspection of plasma refrigerated for 14 hours is 
helpful in distinguishing Types I, IV and V hyperlipoproteinemia*. 

The initial treatment for dysiipidemia is dietary therapy specific for the type of lipoprotein abnormality. Excess body weight and 
excess alcoholic intake may be important factors in hypertriglyceridemia and should be addressed prior to any drug therapy. Physical 
exercise can be an important ancillary measure. Diseases contributory to hyperlipidemia, such as hypothyroidism or diabetes mellitois 
should be looked for and adequately treated. Estrogen therapy, thiazide diuretics and beta-blockers, are sometimes associated wMa 
massive rises in plasma triglycerides, especially in subjects with familial hypertriglyceridemia. In such cases, discontinuation of the 
specific etiologic agent may obviate the need for specific drug therapy of hypertriglyceridemia. 

The use of drugs should be considered only when reasonable attempts have been made to obtain satisfactory results with non-drug 
methods. If the decision is made to use drugs, the patient should be instructed that this does not reduce the importance of adhering m 
diet (See WARNINGS and PRECAUTIONS). 



Fredrickson Classification of Hyperlipoproteinemias 

Lipid Elevation 



Type 


Lipoprotein Elevated 


Major 


I (rare) 


chylomicrons 


TG 


Ha 


LDL 


C 


lib 


LDL, VLDL 


C 


in (rare) 


IDL 


C,TG 


IV 


VLDL 


TG 


V (rare) 


chylomicrons, VLDL 


TG 



Minor. 



T<-»C 

TG 

T<-»c 



C = cholesterol 

TG = triglycerides 

LDL = low density lipoprotein 

VLDL = very low density lipoprotein 

IDL = intermediate density lipoprotein 



NCEP Treatment Guidelines: LDL-C Goals and Cutpoints for Therapeutic Lifestyle Changes 
and Drug Therapy in Different Risk Categories 



Risk Category 



LDL Goal 
(mg/dL) 



LDL Level at Which to 
Initiate Therapeutic 
Lifestyle Changes 
(mg/dL) 



LDL Level at Which to 
Consider Drug Therapy 
(mg/dL) 



CHDtor CHD 
risk equivalents 
(10-years risk 
> 20%) 



< 100 



> 100 



> 130 
(100-129:drug 
optional)tt 



2+ Risk Factors 
(10-year risk 
< 20%) 



< 130 



> 130 



10-year risk 
10%-20%: > 130 
1 0-year risk 
< 10%: > 160 



0-1 Risk 
Factorttt 



< 160 



> 160 



> 190 
(160-189: LDL- 
iowering drug optional) 



t CHD = coronary heart disease . ... , 

tt Some authorities recommend use of LDL-lowering drugs in this category if an LDL-C level of <100 mg/dL cannot be achieved by therapeutic : lifestyle 

Others prefer use of drugs that primarily modify triglycerides and HDL-C, e.g., nicotinic acid or fibraic. Clinical judgment also may call for deferring drug 

py in this subcategory. 

ttt Almost all people with 0-1 risk factor have 10-year risk <!()%; thus. 10-year risk assessment in people with 0-1 risk factor is not necessary. 
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After the LDL-C goal has been achieve the TG is still >200 mg/dL, non HDL-C (t Z minus HDL-C) becomes a secondary 
target of therapy. Non-HDL-,C goals are ^ jO mg/dL higher than LDL-C goals for each ... category. 

COmilAINDICATlONS 

TRICOR is contraindicated in patients who exhibit hypersensitivity to fenofibrate. 

TRICOR is contraindicated in patients with hepatic or severe renal dysfunction, including primary biliary cirrhosis, and patients with 
unexplained persistent liver function abnormality. 

TRICOR is contraindicated in patients with preexisting gallbladder disease (see WARNINGS). 

WARNINGS 

Liver Function: Fenofibrate at doses equivalent to 96 mg to 145 mg TRICOR per day has been associated with increases in serum 
transaminases [AST (SGOT) or ALT (SGPT)]. In a pooled analysis of 10 placebo-controlled trials, increases to > 3 times the upper 
limit of normal occurred in 53% of patients taking fenofibrate versus 1.1% of patients treated with placebo. 

When transaminase determinations were followed either after discontinuation of treatment or during continued treatment, a return to normal 
limits was usually observed. The incidence of increases in transaminases related to fenofibrate therapy appear to be dose related In an 8- week 
dose-ranging study, the incidence of ALT or AST elevations to at least three times the upper limit of normal was 13% in patients receiving 
dosages equivalent to 96 mg to 145 mg TRICOR per day and was 0% in those receiving dosages equivalent to 48 mg or less TRICOR per day, 
or placebo. Hepatocellular, chronic active and cholestatic hepatitis associated with fenofibrate therapy have been reported after exposures off 
weeks to several years. In extremely rare cases, cirrhosis has been reported in association with chronic active hepatitis. 

Regular periodic monitoring of liver function, including serum ALT (SGPT) should be performed for the duration of therapy witfa 
TRICOR, and therapy discontinued if enzyme levels persist above three times the normal limit. 

Cholelithiasis: Fenofibrate, like clofibrate and gemfibrozil, may increase cholesterol excretion into the bile, leading to cholelithiasis. 
If cholelithiasis is suspected, gallbladder studies are indicated. TRICOR therapy should be discontinued if gallstones are found. 
Concomitant Oral Anticoagulants: Caution should be exercised when anticoagulants are given in conjunction with TRICOR because 
of the potentiation of coumarin-type anticoagulants in prolonging the prothrombin time/INR. The dosage of the anticoagulant shouts 
be reduced to maintain the prothrombin time/INR at the desired level to prevent bleeding complications. Frequent prothrombin 
time/INR determinations are advisable until it has been definitely detennined that the prothrombin time/INR has stabilized. 
Concomitant HMG-CoA Reductase Inhibitors: The combined use of TRICOR and HMG-CoA reductase inhibitors should be avoid- 
ed unless the benefit of further alterations in lipid levels is likely to outweigh the increased risk of this drug combination. 

Concomitant administration of fenofibrate (equivalent to 145 mg TRICOR) and pravastatin (40 mg) once daily for 10 days increased 
the mean and AUC values for pravastatin by 36% (range from 69% decrease to 321 % increase) and 28% (range from 54% decrease 
to 128% increase), respectively, and for 3a-hydroxy-iso-pravastatin by 55% (range from 32% decrease to 314% increase) and 39% 
(range from 24% decrease to 261% increase), respectively. (See also CLINICAL PHARMACOLOGY, Drug-drug interactions). 

The combined use of fibric acid derivatives and HMG-CoA reductase inhibitors has been associated, in the absence of a marked 
pharmacokinetic interaction, in numerous case reports, with rhabdomyolysis, markedly elevated creatine kinase (CK) levels and 
myoglobinuria, leading in a high proportion of cases to acute renal failure. 

The use of fibrates alone, including TRICOR, may occasionally be associated with myositis, myopathy, or rhabdomyolysis. Patienfis 
receiving TRICOR and complaining of muscle pain, tenderness, or weakness should have prompt medical evaluation for myopathy 
including serum creatine kinase level determination. If myopathy/myositis is suspected or diagnosed, TRICOR therapy should te 
stopped. 

Mortality: The effect of TRICOR on coronary heart disease morbidity and mortality and non-cardiovascular mortality has not bees 
established. 

Other Considerations: In the Coronary Drug Project, a large study of post myocardial infarction of patients treated for 5 years weak 
clofibrate, there was no difference in mortality seen between the clofibrate group and the placebo group. There was however, a 
difference in the rate of cholelithiasis and cholecystitis requiring surgery between the two groups (3.0% vs. 1.8%). 

Because of chemical, pharmacological, and clinical similarities between TRICOR (fenofibrate tablets), Atromid-S (clofibrate), 
Lopid (gemfibrozil), the adverse findings in 4 large randomized, placebo-controlled clinical studies with these other fibrate drugs r 
also apply to TRICOR. „ 

In a study conducted by the World Health Organization (WHO), 5000 subjects without known coronary artery disease were treatefl 
with placebo or clofibrate for 5 years and followed for an additional one year. There was a statistically significant, higher age-adjustt- 
ed all-cause mortality in the clofibrate group compared with the placebo group (5.70% vs. 3.96%, p=<0.01). Excess mortality was <fcae 
to a 33% increase in non-cardiovascular causes, including malignancy, post-cholecystectomy complications, and pancreatitis. Tims 
appeared to confirm the higher risk of gallbladder disease seen in clofibrate- treated patients studied in the Coronary Drug Project. 

The Helsinki Heart Study was a large (n=4081) study of middle-aged men without a history of coronary artery disease. Subject 
received either placebo or gemfibrozil for 5 years, with a 3.5 year open extension afterward. Total mortality was numerically higher on 
the gemfibrozil randomization group but did not achieve statistical significance (p=0.19, 95% confidence interval for relative os& 
G:P=.9 1-1.64). Although cancer deaths trended higher in the gemfibrozil group (p=0.11), cancers (excluding basal cell carcinoma^ 
were diagnosed with equal frequency in both study groups. Due to the limited size of the study, the relative risk of death from any cause 
was not shown to be different than that seen in the 9 year follow-up data from World Health Organization study (RR=1 .29). Sirnilai^ 
the numerical excess of gallbladder surgeries in the gemfibrozil group did not differ statistically from that observed in the WHO stm%. 

A secondary prevention component of the Helsinki Heart Study enrolled middle-aged men excluded from the primary prevention stoa% 
because of known or suspected coronary heart disease. Subjects received gemfibrozil or placebo for 5 years. Although cardiac deaths 1 
higher in the gemfibrozil group, this was not statistically significant (hazard ratio 2.2, 95% confidence interval: 0.94-5.05). The rate < 
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bladder surgery was not statistically signi' etween study groups, but did trend higher in ' nfibrozil group, (1 .9% vs^O-3%, p=0.O7>. 
There was a c staflsticall y significant differed in the number of appendectomies in the gemfit.^ group (6731 1 vs. 0/317, p=0.029). 

PRECAUTIONS 

Initial therapy: Laboratory studies should be done to ascertain that the lipid levels are consistently abnormal before instituting 
TRICOR therapy Every attempt should be made to control serum lipids with appropriate diet, exercise, weight loss in obese patients, 
and control of any medical problems such as diabetes mellitus and hypothyroidism that are contributing to the lipid abnormalities- 
Medications known to exacerbate hypertriglyceridemia (beta-blockers, thiazides, estrogens) should be discontinued or changed iff 
possible prior to consideration of triglyceride-lowering drug therapy. , 
Continued therapy: Periodic determination of serum lipids should be obtained during initial therapy in order to establish the lowest 
effective dose of TRICOR. Therapy should be withdrawn in patients who do not have an adequate response after two months of 
treatment with the maximum recommended dose of 145 mg per day. 

Pancreatitis: Pancreatitis has been reported in patients taking fenofibrate, gemfibrozil, and clofibrate. This occurrence may represeni 
a failure of efficacy in patients with severe hypertriglyceridemia, a direct drug effect, or a secondary phenomenon mediated through 
biliary tract stone or sludge formation with obstruction of the common bile duct 

Hypersensitivity Reactions: Acute hypersensitivity reactions including severe skin rashes requiring patient hospitalization and treat- 
ment with steroids have occurred very rarely during treatment with fenofibrate, including rare spontaneous reports of Stevens- Johnson 
syndrome, and toxic epidermal necrolysis. Urticaria was seen in 1. 1 vs. 0%, and rash in 1 .4 vs. 0.8% of fenofibrate and placebo patients 
respectively in controlled trials. . . 

Hematologic Changes: Mild to moderate hemoglobin, hematocrit, and white blood cell decreases have been observed in patients 
following initiation of fenofibrate therapy. However, these levels stabilize during long-term administration. Extremely rare s ^^."*?* 
reports of thrombocytopenia and agranulocytosis have been received during post- marketing surveillance outside of the U.S. Periodic 
blood counts are recommended during the first 12 months of TRICOR administration. 

Skeletal muscle: The use of fibrates alone, including TRICOR, may occasionally be associated with myopathy. Treatment with drugs of tbe 
fibrate class has been associated on rare occasions with rhabdomyolysis, usually in patients with impaired renal function. Myopathy should be 
considered in any patient with diffuse myalgias, muscle tenderness or weakness, and/or marked elevations of creaune phosphokmase levels 

Patients should be advised to report promptly unexplained muscle pain, tenderness or weakness, particularly if accompanied by 
malaise or fever. CPK levels should be assessed in patients reporting these symptoms, and fenofibrate therapy should be discontinued 
if markedly elevated CPK levels occur or myopathy is diagnosed. 

Oraf ^"aguLts: CAUTION SHOULD BE EXERCISED WHEN COUMARIN ANTICOAGULANTS I ARE ^GIVEN 
CONJUNCTION WITH TRICOR. THE DOSAGE OF THE ANTICOAGULANTS SHOULD BE REDUCED TO MAINTAIN 
THE PROTHROMBIN TIME/INR AT THE DESIRED LEVEL TO PREVENT BLEEDING COMPLI^TTON^ 
FREQUENT PROTHROMBIN TIME/INR DETERMINATIONS ARE ADVISABLE UNTIL IT HAS BEEN DEFINITELY 
DETERMINED THAT THE PROTHROMBIN TIME/INR HAS STABILIZED. 

HMG-CoA reductase inhibitors: The combined use of TRICOR and HMG-CoA reductase inhibitors should be avoided unless tfe© 
benefit of further alterations in lipid levels is likely to outweigh the increased risk of this drug combination (see WA ^ WG ?)- 
Resins: Since bile acid sequestrants may bind other drugs given concurrently, patients should take TRICOR at least 1 hour betore 
4-6 hours after a bile acid binding resin to avoid impeding its absorption. . . 

Cyclosporin: Because cyclosporine can produce nephrotoxicity with decreases in creatinine clearance and rises in serum creatinine* 
and because renal excretion is the primary elimination route of fibrate drugs including TRICOR, there is a risk that an interaction mffl 
lead to deterioration. The benefits and risks of using TRICOR (fenofibrate tablets) with immunosuppressants and other potentially 
nephrotoxic agents should be carefully considered, and the lowest effective dose employed. 

Carcinogenesis, Mutagenesis, Impairment of Fertility: Two dietary carcinogenicity studies have been conducted in rats with tenonbrate. 
In the first 24-month study, rats were dosed with fenofibrate at 10, 45, and 200 nig/kg/day, approximately 0.3, 1, and 6 times the maxin^ 
recommended human dose (MRHD) of 145 mg/day, based on mg/meter* of surface area). At a dose of 200 mg/kg/day (at 6 times the MRHDjfc, 
the incidence of liver carcinomas was significantly increased in both sexes. A statistically significant increase in pancreatic carcinomas was 
observed in males at 1 and 6 times the MRHD; an increase in pancreatic adenomas and benign testicular interstitial cell tumors was obserwfl 
at 6 times the MRHD in males. In a second 24-month study in a different strain of rats, doses of 10 and 60 mg/kg/day (0.3 and 2 times flte 
MRHD based on mg/meteri surface area) produced significant increases in the incidence of pancreatic acinar adenomas in both sexes amafi 
increases in testicular interstitial cell tumors in males at 2 times the MRHD (200 mg/kg/day). 

A 117-week carcinogenicity study was conducted in rats comparing three drugs: fenofibrate 10 and 60 mg/kg/day (U.J i ana z uimes 
the MRHD), clofibrate (400 mg/kg/day; 2 times the human dose), and Gemfibrozil (250 mg/kg/day; 2 times the human draej 
(multiples based on mg/meter* surface area). Fenofibrate increased pancreatic acinar adenomas in both sexes. Clofibrate in «**s™ 
hepatocellular carcinoma and pancreatic acinar adenomas in males and hepatic neoplastic nodules in females. Gemfibrozil increased 
hepatic neoplastic nodules in males and females, while all three drugs increased testicular interstitial cell tumors in males. 

In a 21-month study in mice, fenofibrate 10, 45, and 200 mg/kg/day (approximately 0.2, 0.7, and 3 times the MRHD or, l the basis 
mg/meter2 surface area) significantly increased the liver carcinomas in both sexes at 3 times the MRHD. In a second 18-month study atfflte 
same doses, fenofibrate significantly increased the liver carcinomas in male mice and liver adenomas in female mice at 3 times the MK ™>- 

Electron microscopy studies have demonstrated peroxisomal proliferation following fenofibrate adrrunistration to the rat. An adequate stu^rto 
test for peroxisome proliferation in humans has not been done, but changes in peroxisome morphology and numbers have been observed in humans 
after treatment with other members of the fibrate class when liver biopsies were compared before and after treatment m the same individual. 



6 



Fenofibrate has been demonstrated to * 'oid of mutagenic potential in the followin : Ames, mouse lymphoma, chromoso- 
mal aberration frhd Unscheduled DNA sv..-ucsis. 

Pregnancy Category C: Safety in pregnant women has not been established. Fenofibrate has been shown to be embryocidal and 
teratogenic in rats when given in doses 7 to 10 times the maximum recommended human dose (MRHD) and embryocidal in rabbits 
when given at 9 times the MRHD (on the basis of mg/meter* surface area). There are no adequate and well-controlled studies in 
pregnant women. Fenofibrate should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus. 

Administration of approximately 9 times the MRHD of I45mg/day of fenofibrate to female rats before and throughout gestation 
caused 100% of dams to delay delivery and resulted in a 60% increase in post-implantation loss, a decrease in Utter size, a decrease m 
birth weight, a 40% survival of pups at birth, a 4% survival of pups as neonates, and a 0% survival of pups to weaning, and an increase 
in spina bifida. . . i 

Administration of approximately 10 times the MRHD to female rats on days 6-15 of gestation caused an increase in gross visceral 
and skeletal findings in fetuses (domed head/hunched shoulders/rounded body/abnormal chest, kyphosis, stunted fetuses, elongated 
sternal ribs, malformed sternebrae, extra foramen in palatine, misshapen vertebrae, supernumerary ribs). 

Administration of approximately 7 times the MRHD to female rats from day 15 of gestation through weaning caused a delay in 
delivery, a 40% decrease in live births, a 75% decrease in neonatal survival, and decreases in pup weight, at birth as well as on days 4 
and 21 post-partum. . . 

Administration of fenofibrate at 9 to 18 times the MRHD to female rabbits caused abortions in 10% to 25% of dams and death m 
7% of fetuses at 18 times the MRHD. 

Nursing mothers: Fenofibrate should not be used in nursing mothers. Because of the potential for tumorigenicity seen in animal 
studies, a decision should be made whether to discontinue nursing or to discontinue the drug. 
Pediatric Use: Safety and efficacy in pediatric patients have not been established. 

Geriatric Use: Fenofibric acid is known to be substantially excreted by the kidney, and the risk of adverse reactions to this drug may 
be greater in patients with impaired renal function. Because elderly patients are more likely to have decreased renal function, care 
should be taken in dose selection. 

ADVERSE REACTIONS , u 

CLINICAL: Adverse events reported by 2% or more of patients treated with fenofibrate dunng the double-blind, placebo-controlled 
trials, regardless of causality, are listed in the table below. Adverse events led to discontinuation of treatment in 5.0% of patients 
treated with fenofibrate and in 3.0% treated with placebo. Increases in liver function tests were the most frequent events, causing 
discontinuation of fenofibrate treatment in 1.6% of patients in double-blind trials. 

BODY SYSTEM 
Adverse Event 

BODY AS A WHOLE 

Abdominal Pain 

Back Pain 

Headache 

Asthenia 

Flu Syndrome 
DIGESTIVE 

Liver Function Tests Abnormal 

Diarrhea 

Nausea 

Constipation 

METABOLIC AND NUTRITIONAL DISORDERS 

SGPT Increased 

Creatine Phosphokinase Increased 
SGOT Increased 
RESPIRATORY 

Respiratory Disorder 

Rhinitis 



Fenofibrate* 


Placebo 


(N=439) 


(N=365) 


4.6% 


4.4% 


3.4% 


2.5% 


3.2% 


2.7% 


2.1% 


3.0% 


2.1% 


2.7% 


7.5%** 


1.4% 


2.3% 


4.1% 


2.3% 


1.9% 


2.1% 


1.4% 


3.0% 


1.6% 


3.0% 


1.4% 


3.4% ** 


0.5% 


6.2% 


5.5% 


2.3% 


1.1% 



Dosage equivalent to 145 mg TRICOR 
Significantly different from Placebo 



Additional adverse events reported by three or more patients in placebo-controlled trials or reported in other controlled or open trials, 
regardless of causality are listed below. 

BODY AS A WHOLE: Chest pain, pain (unspecified), infection, malaise, allergic reaction, cyst, hemia, fever, photosensitivity reaction, 
and accidental injury. . . 

CARDIOVASCUUlR SYSTEM: Angina pectoris, hypertension, vasodilatation, coronary artery disorder, electrocardiogram abnormal, 
ventricular extrasystoles, myocardial infarct, peripheral vascular disorder, migraine, varicose vein, cardiovascular disorder, 
hypotension, palpitation, vascular disorder, arrhythmia, phlebitis, tachycardia, extr asystoles, and atrial fibrillation. 
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DIGESTIVE SYSTEM: Dyspepsia, Rati nausea, increased appetite, gastroenteritif teiithiasis, recta] disorder, esophagitis, 

gastritis^ cq)iti£ tpdth, disorder, vomitiu a , anorexia, gastrointestinal disorder, duodenaj _.„er, nausea and vomiting, peptic ulcer, 
rectal hemorrhage^ Ifver fatty deposit, cholecystitis, eructation, gamma glutamyl transpeptidase, and diarrhea. 
ENDOCRINE SYSTEM: Diabetes mellitus. 

HEMIC AND LYMPHATIC SYSTEM: Anemia, leukopenia, ecchymosis, eosinophilia, lymph adenopathy, and thrombocytopenia. 
METABOLIC AND NUTRITIONAL DISORDERS: Creatinine increased, weight gain, hypoglycemia, gout, weight loss, edema, 

hyperuricemia, and peripheral edema. , 
MUSCULOSKELETAL SYSTEM: Myositis, myalgia, arthralgia, arthritis, tenosynovitis, joint disorder, arthrosis, leg cramps, bursitis, 

and myasthenia. . , . . . ^ - o 

NERVOUS SYSTEM: Dizziness, insomnia, depression, vertigo, libido decreased, anxiety, paresthesia, dry mouth, hypertonia, 

nervousness, neuralgia, and somnolence. . 
RESPIRATORY SYSTEM: Pharyngitis, bronchitis, cough increased, dyspnea, asthma, allergic pulmonary alveolitis, pneumonia, 

laryngitis, and sinusitis. . 
SKIN AND APPENDAGES: Rash, pruritus, eczema, herpes zoster, urticaria, acne, sweating, fungal dermatitis, skin disorder, alopecia, 
contact dermatitis, herpes simplex, maculopapular rash, nail disorder, and skin ulcer. *^ 
SPECIAL SENSES: Conjunctivitis, eye disorder, amblyopia, ear pain, otitis media, abnormal vision, cataract specified, and refraction 
disorder. . 

UROGENITAL SYSTEM: Urinary frequency, prostatic disorder, dysuria, abnormal kidney function, urolithiasis, gynecomastia, 
unintended pregnancy, vaginal moniliasis, and cystitis. 

OVERDOSAGE . . j . , . , v . . . 

There is no specific treatment for overdose with TRICOR. General supportive care of the patient is indicated, including monitoring ot 
vital signs and observation of clinical status, should an overdose occur. If indicated, elimination of unabsorbed drug should be achieved 
by emesis or gastric lavage; usual precautions should be observed to maintain the airway. Because fenofibrate is highly bound to 
plasma proteins, hemodialysis should not be considered. 

DOSAGE AND ADMINISTRATION u . r . . 

Patients should be placed on an appropriate lipid-lowering diet before receiving TRICOR, and should continue this diet during 
treatment with TRICOR. TRICOR tablets can be given without regard to meals. _ . 

For the treatment of adult patients with primary hypercholesterolemia or mixed hyperlipidemia, the iniUal dose ot IKJL.UK is 

1 Fo r m aduk r pat£nts with hypertriglyceridemia, the initial dose is 48 to 145 mg per day. Dosage should be individualized according to 
patient response, and should be adjusted if necessary following repeat lipid determinations at 4 to 8 week intervals. The maximum dose 

is 145 mg per day. . , „ lw 

Treatment with TRICOR should be initiated at a dose of 48 mg/day in patients having impaired renal function, and increased only 
after evaluation of the effects on renal function and lipid levels at this dose. In the elderly, the initial dose should likewise be limited to 

4 Lipi^1evels should be monitored periodically and consideration should be given to reducing the dosage of TRICOR if lipid levels fall 
significandy below the targeted range. 

HOW SUPPLIED 

TRICOR® (fenofibrate tablets) is available in two strengths: 

48 mg yellow tablets, imprinted with EJ and Abbo-Code identification letters "FT, available in bottles of 90 (NDC 0074-6122-90). 
145 mg white tablets, imprinted with S and Abbo-Code identification letters W, available in bottles of 90 (NDC 0074-6123-90). 

s!ore It 25°C (77°F); excursions permitted to 15-30°C (59-86°F) [see USP Controlled Room Temperature]. Keep out of the reach of 
children. Protect from moisture. 

Manufactured for Abbott Laboratories, North Chicago, TL 60064, U.S.A. by Fournier Laboratories Ireland Limited, Anngrove, 
Carrigtwohill Co. Cork, Ireland 
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Antara™ 

(fenofibrate) Capsules % v 

? - - o ■ - 
-9 

DESCRIPTION 

Antara fcraftoraie) Capsute, b a Sptf regdatnq sgert a^sSate as capsutes tor ad arJrrdastraban tads j £ *J»*» 
87 mg. or 1 30 mg d mksoniied lenofDQte. The rdiemica! nams lor fendibrale is 244-i t-chtorece«iuyl} pheno«l-2' 
l-meir>*rthyl ester with the tdlwring snieturai famtuia; 

The enprtai farmub a CyM^a and the rndeeuter weight is 3W 83; tenofbrate is «otobte h water. The mcllinp print « 
79"-32*t Fenofltfsls *a white safe" which « stab* ureter onjirary ajndittora. 

Inactive Ingredleals: Each gsatin czpaie raxtnns sugar spheres, hyporhdtose. sadum fejuryl sdSte. dsneWcone. pneBwo*. and laic 
- ~ w ion oxide. hdlgor^na^FDOCf^ 



CUMCAL PHAJUUVCOLOGt 

A varfttj d dfcxd studies have derrjorBbated that elevated tevds or total chdtstord (ted-C), low denary ryoorutdn chofegcrd 
(LDL-Cl, arc ap^jpoprotdn B {apo B}. an LDL membrane complex, are assocsited wi* hcnaa dJemasder osis- Slmiterly. decreased tevds d 
high density ipcprotein chdestsrd (HDL-G arc its bareport compter, a p o ftp op rote in * {2poAJ and apo AH) are associated with me devol- 
cjjcnent ot sftsrosderosjs. Epjdemiofegic kivestigctans have eslabSshed that can&wsojfei moteSy and rrartdttr vary daecby vdh the 
teveJ of toUt-C LDL-C. arid triflycemiea, and inversely waft the leva * HDL-C The independent effect «* raising 
HCL-C or bwertog t^rytriides fT 3 or. the risk d cErd'ovascdar rnrjrtristy and mortal ty has not been dcten^ned. 

Fdwf arte add, me active Pietabuiite et tenoftrate. rjnxfcws reductions intoSfd stesteroL LDL duiesterd . epdiporjruteto B. total tridyc- 
erejes. and trfcryeeribe rich rrxtrrotdn (VLOU to treated p= tenia, hi adcSon, eeabnent with ferafibrate rnsutts in increases to Mjh density 
Epoprofcii (HHJ and apoproteins apo Al and apo A! I. 

The effect: of tenofibric acid seer: * dined practice have been exptained r, vim in baregesc mfce and in rf!roin twnan hepdocyte 
carres by the activation of peroxisome ppE terator activated receptor a (PF^fluJ. 

Throush this trechanisrn. terafSbrzta increases Spteysis and efiminaBan oi tr^lycoide-rich parflcies bori plasna by adiva&s spoprctelri 
opase aid reduspg prodiaaton of apoprotein C-1U {an r**3rr of epeprotch lpa» a^yJtyV The resuflin; tal in bigtycersses p educes an 
^tsation in the size arid compos&on of LDL own sixA, dense parttaes {v^tich se fl/cx^ht t) be atherogenic due to Iher susorptbnaY to 
oxitfetcn). to brge bucyard parficSes These larger parbdes have a greater affcrty far chatesterol r-ceptors and ere catebc&ed rapsJV 
ALtnstjon oi FPARn else induces en inaaase r. the synthesis of apoproteins A-LArll end HOL-chde«erol. 

F-nottrats abo reduces soum uric ads teveis te hyperuhcerrfc end rarrnil iicnriduKs by increasing «k urirary exaetion d uric acid. 

Pto-ma oanasitrafcons oi fenofsbric acai after muaiple cose admfcstration of Antara »30 mg capsties are equaratent, under iow-fat fed 
0 200 mg fenofteate capsvtes. 



Absorption 

The absolute bioavaB^ay of tenofiyite cannot be rjEtsrm'rod as the cornpoend is virtually inso&ble in a^uecus media suitable tar mjec* 
Tixv Howsver. tcnoftbrate Is wcB cbsabed horn the castncntestinal tract fdtownhg oral aamirUstratoi in rtcsJhy w>!untren. aptrcc-Ttlt'r 
60% of a single dose of ratSotttrlfrrl tenofKatt! appeared in urine, primaity u fenoOnc add and its giucurenate conjugate, esd 25% was 
eOTted in &a tees Ptak plasma tevtb oJ tenanirc acid tror^ Ari&ra ocajr-*fihii 4 to 8 hours zfci aSrrwwstralan. 

There was bss than dbse^oixjrtionai inaease in the systemic expcsuie of lewrfibra: add bom three strengtns (43 mg, B? nig, and 
1 30 mg) of Antara under fasting conditions. 

Doses d two- or three-capsules d 43 mg Antara given roncirrenby were cosc-eqdvaient to singis-capsute doses d B7 mg and 
130 mg, respedhrdy. 

The esrtenldaiJSorpOon d acid was unaltected when Antara was taken eifcer in tastes state a with a fcw-fet Hrwf»er T the d 
Antara boeased in the prssonce d a tew-fat meat 1,^ was isiaflectad in the piesence d a tow-tat meaL h tts presence d a Ngh-ta 
meaL was a 26% ircnast: n AUC and tQ8% inafcaa h d ferrfiboc acd fram Anttra reiaave to fasting date. 



tn heaJthy wAs^tesn d3ady -stzte plasma levels d f enoanc acid were shown to be dd.ievsd within a week d dosing and fel not demon- 
strate eccurradatiun across litre foDowing mu?6p!e dose adrdrsstrebon. Seruai protein binding was approi'natdy 3S% in normal and hyper- 
fip'tttenvc subjects. 



Fdtowtog oral adrrimtstrauon, fenofibrate b rapidly n>droryzed by esterases to the actrve metabaite, fendibnc add; no unchanged tcnofi- 
brste is detected >n ptasraa. 

Fenol-hric acid is primartty corgurjated v-nrti ^ucunxx aod and then ewxeted in urr e A smafl errwunl ot loxrfajrfc ac5d is rediicetj al the 
carbonyl moiety to a ber-ztiytlrai metibdrJti wtifcn in turn, conjugated witTi gluctrcr c add and exartrd siurtie 

in who rnebaboOsm data indicate that neither tenofibrate nor fenofibric add undergo oxidative metabefism [e.g^ cytochrome P450) to t 
si^nScant extent. 

A^8b9VpUon,teiiof%>rate is rrwrfy excreted to the urine n form of metaboWss, p irrarSy toxVtoc add end tenofibnc acid gjucurenide. 
fitter acn^arabon at ladidabeSed tendUvaas. appioximEtely 80% d the dose appeHttd in the urine and 23% was excreted in the trees. 

Fenofibrate acid from Antara is eimirateS with a halt-fife d 23 hours, avowing once dairy adrnrristatfcn in a dried setting, 
fipedd Populations 

was %2Uk, which 



to eiaerty vdunteers 77-87 years of age. the oral cteararr- at ferofibnc ackJ I9DMRP9 a singte aal dosM d 
compares to 1.1 L/h n young aduR&This itdicates that a stoiSai dosage regimen can be used m " 
Eon of the drug or metihcaes. 



Antara hs net been investigated in adequate and we5<3iaalted trials in pedant patients. 



Mo p he m g oddnefe difference between mates and temafes has beeri observed for letseftrate. 

ftJCXf 

The tohience d wee on the pharmccokiietcs d fsnoflbrate ha* not beer, studied- nowwa. fsmtoate is not rnstaboBTed by enzymes known 
lor exhMmg aief-ermc variabSty Tliereforc. jnter-ethntc prarmacoJcnetlc d i ff e r e n us are very urrfKefy 
Renaf insufficiency 

to s dudy in pabente v.-ith se.-sre nnai sr^irrnent icreafaws ctearanca <S0 rrUmm the rate d clearance d fenctflbnc add was grestfy 
reduced, and tnc compound accumulated during oteortc dosage. Hcwevei, in patienti having moderate rend impainnent ftjeatinine dear- 
ance cf 50 to 30 mt/mtfji the oral dcarance ard the ord vottrme d distnbution d fundbic acid are increased co mp are d to hedtiy adults 
{2.1 Uh and 3S t versus 1.1 L-h anc 30 1, re^ecdveryt Therefore, die desage of Antara should be mifiim!red in labents who ha* severe 
renal impskmert. white no modification or dosage is reouired in caberrts having mudwate renal impainnent 



No pharmacdunebc sb!d>es have been corSiKted r patter t ttcving hepatic mKiftici/ rary. 



to wtro studes usmg human liver microsomes indicate that tsndixate and fenoSMt ECid are not »nh*ilors of cytochrome iCYP) paso iso- 
brs CVP3A4, CiP20b, OtTVEl. or CYP1A2 They are weak irrfnuitors d OP2C19 iPi OTP2A6, and mikl-to-moderate Inhaaon d CYP?C9 



Potenbatxxi d counvirin-type anbeoagubnb has been observed wrth prolongation <i toe prothrombin tme/Wft 
E-ii acai seat*sbants have been chown to bind other drugs given concurrentjy. Therefore, fenofibrate st-oti^S be titan at lead 1 hour before 
or 4-G hours attar a bfie add btodtog redn to avoid impeddg tts absorption pee WAR?#»T3 and PRECAUTTOJiSL 



d Trials 

Hypercbn les teroltrnla (Heterozygous Familial and Kontemffiat} and Mixed Dydipjderaia 
{Frcdricksofl Types I la and lib) 

The effects d fenofibrate at a cose eaavaient to 133 mg Ar-tars per day were assessed bom four randomized, placebo-codrc^cd. dsubie- 
blind, paralid -group studies toduding patients with the foiiowir; mean taceBne fa«l values: tdat-C 3055 mg/dL; LDL-C 213.8 me.'dL: 
HDL-C 52.3 mg/dL: arxJ Irtgtycarldra 191.0 n^xSL Feno&rate therapy lowered LOL-C Totel-C. end the LDL-CHDL-C rabb. Fenofibrate thar- 
apy dso tov-ved bir^yceridea and raised KDt-C (see Table IV 

Tabte 1. 

^ Btesn Percent Ch«ut£C to Lipid ^Si^wicteis st End ot Trtitmcttl _ 
Treatrne^Crocp " jawjc" " LDt-C HDt-C~ " ~ TG 



Pooled Cohort 

Mean baseiins t^ad 
raiue3frs64S} 
AS FEW {W351 j 
Ptacebcm=28S) 


306.9 mq.-dl 
18.7 V 
-0.4% 


213.5 rno/dL 
-20 6<* 


52.3 mg'a. 
+ M.0S- 
+0.7% 


191.0 mo/dl 
-28.91?* 
+7.7% 




Oasdhe tDt • C > 1 60 roa-'d. 
and TG t150 mg/dL iType lie) 
Mean base 1 ins Ijnd 
values lnaZ34) 
All FEW (n=t93i 
Placebo tn=l 41} 


307.7 mg'dL 
-22.4V 
+0.2% 


227.7 rng.-dL 
-31.4** 
-2.2% 


SB.1 mg/ot 
+9.8%* 
+2.6% 


101.7 mg/dL 
-23.5V 
+11.7% 




Bacdine LDL-C ->1 50 mgr'dt 
and T6* 1 50 mg/dL (Type 1 Ibi 
Mcar bosefme l'x>d 
values ;n=24Zi 
A3FEWpr=126j 
Pacebo [n=ilSi 


V.2.$rrrgt± 
-16J5S- 
-3J% 


2lS^rr*ydL 
•20t%* 
-6.6* 


46.7 mo/dL 
+14.5S' 
♦ i3% 


Z3l.9l70/rJL 
-33.9** 
+09% 





' DtnUon d study treatment was 3 to 6 months. 
* p=<0.a5 vs. ptaccho 

In a subset d the subjeds. measurements o! snoB we conducted. Fcnciibi ate D ke\ tw4 rignii!CMit?y ntduccd apa B from baseline to ond- 
pcsnl C5 compsjred w51i ptscebo (-25.1% vs. 2 4%, p*^).000t, n=2l3 and 143 respe- 8veW- 



Antara" 

(fenofibrate) Capsules 

Bnertri^iwaridefnta (Ftedricxson Type IV and V) 

TfuT eftectt d ferdibrate on «sum »ioiycrrk» wrt- stabed *\ hw ranO-mxres. rjouti-band, piacdJ^comirfed cllracd tresis <l M7 
hypertrigwgfaenia: pzlients (TredridsonTvpei IV a* W Pa5o«ts were b«=ted for eight weeks under uroto&4s ttat rtrftered 0*1* tel 
oneertered r^bsnts viih basdaa brghjuerise »TG) tevt^ d 503 to 1500 na>d.. and f.e ufi-.-r TG ter^ d 35s* to 300 ms /dL In pa aatt 
v«9t Inpsrlrtjfycersiemia anc normd drdrjalercwnia wilh or wdtout nyiaarmvtornt-onema (Type \v,\ hypatairderiiajj^.^.t 
ler43ftbrate at dosages eawvetent to 130 mg Antara per cay decreased prlrrurSy very 'c» derairy Spopronrm MDL) trt tccrides anc Via, 
chciesterai Treatmed d pabtnls with Type t\' hyp*rtrxjprdeinenwi znd ebnotod tro^ndes often results in an increase of tow Senear 
StjcxMotem (LH.) chctestaol t« Tabie 71 

Table 2. 

Eftocts d Fenofibrate to Patients Witt Frcdrickcon Type TV A' HypcrSpldetnU 

aidif_1_ 

Basdtos TG lewb 
3SQ to 499 mp/iS- 
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Study 2 



BanfraTG levels 
500 to 15O0 rrVdL 



'frsgfycendes 
VUXTrto*yceridBS 



HDL C 
LDLC 
VLDLChdEStcrd 
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(Mean) 


Entxxin 
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% Change 
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% Change 
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43 
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45 
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•=p<a05 vs. piacd» 

The effect d tenohbrzte or wdkrrxruwr morbciry and naruity has not been determined. 
WOBMnONS AHD USAGE 

Treatrnent at ttypercbolesterotemia ^ _ 

Antara is todtated as ad]unctrve therapy to diot to reduce ebvated 10L-C Tbtd-C. Tngiycenrtes. arts Apo 9, and to increase KDt-C ti adca 
palionts wSh primary rrypercrxxederotemia or mixed dystidOerrua (Frednckson Types lis and lib). Upd-eaering apents shoutd be used '» 
addition to a dtet naaicted in sa tooted tat end chotesterai when recourse to diet and mrvimarmacolcgica? interventions atone has been 
riadequale (see Mattond Choissrerol education Program [«C£Pj Treatment GdOeSnes. bdow}. 
Trcabnent d llyperb'iglyter idemta 

Antara Is dso toctoted as adXjnct^e rtefipy to det tor beatmcnt d idutt oatrcnls with hypr^gVcrxtema (Frednckyjn Types l\ ard V 
rr^e/t^2der^).rmprwir^5fycew corrtre! in diabetic pabenbt shrnvlpg tasting chylomscrrramia wM usuaRy resne fastmg trigryceri^s srd 
dirrtinate diytorrtcronemia thereby cfcvjbng the need tor domccologic idervention. 

Markedly eievated ievds at uaum trxjlyceiides (e g >2,000 mgrdll may toraease rhe risk d csvdooing pam^eatitis. The elfed U AnUn 
therapy on reducxg Jtis risk has not been wlequaisfy stud*d. 

Drug therapy is nd indicaUd lor patients with Type 1 hvperSpoproteinemia, who have e!eva lions ol chytormcrons ana piaena 
trig'rycrrides, but who have noimsl levels d very low density lipoprotein ivtOL}. Inspection of plasma reftigerated tor 14 hours 
Is fcelplui in tfisbngdsMng Types 1. iv and V hyceriipopioteiMmb.- 

The Wtiai beatrned tar 3>-sBpidcmi3 ts dietary therar-y specif c tor the type d lipoordein aanarmlity. Excess tody vre^rn and excess a*r>- 
hotic htdca may be anoortant tadors* trypertrigr/wiriemia and stwuid be addressed ortorto ery drug toerapy. Pfrysica! exerdsecance 
an important ancSary rrsastae. Otseases ajnabutory to ttypertircenxa, audi as rryprthyrddrsm or diabdes mdBba should be tooted fa 
and adeouatahr treated. Estrogen merapy. 3te OHazale dluerJcs and beta-otockers. is sometinrKS associated with massive rises in pfcsrra 
triglycerides, espedaOy in subjects with famHal h,rr^^rkternla to such cases, aTsraxdir«afcon d the spec=fc ebdegic agent may Oxi- 
ate the need tor specific sn.^ therapy of hyptrtrirjlrcerierwa. 

The use ol drugs should be considered only wtien reasonable ahe»npts have been rnade to obtain satisfactory results w«h non-drug 
methods. 0 the daciston <s made to use drugs, the pafienl shousd be instructed that 81a does not reduce the Irrnsortonce of adheraaj to 
d*t (see WAWJIMS and PP£ CAUTWJS). 

j^rednclcwn CtedfjcaBon of Hyper ttpopi 



Lipoprotein Elevated 
Chykirrecrcws 
tDL 
IDL.VLOl 

501 
VLDL 
Q^ylurnjcrcns, 'A.DL 



LDL=tow density fipoprotcin 
VLDL=very tow density lipoprsiein 
IDL^^Trenrediate density lipyrotern 

NCEP Treatment Guidelines: LDL-C Goats and 
Changes and Drug Therapy in 



Vfrard 



T6 

C 

C 
C.TG 
TG 
TG 



Cutpcints tor Therapeutic Lifestyle 



LDL Goat 
(mg/dU 



LDL Level at 
Which to Initiate 
Therapeutic Lifestyle 
Changes 
(mg/dL) 



LDL Level at 

Which to Consider 
Drug Therapy 
(rogydL) 



CUD' <J CHO risk 

eguwderrts 
(10-yeut ri* >20%i 

2^FfckFuctas 
no-year nsk £20%) 

0-1 KdtFsstarm 



»IO0 



*130 

(tfjG-129: drug optionai) 1 

10-yftorrisk 
10-20%: si 30 
10- year risk 
-r»0%*160 

%190 

(loO-IS* LDL-Scwering 
drug cpttonar) 



' CHD-coronaiy heart disease. 

n Soma sLthoriljes recommend rise d IDL-towtrtog dnjgs in this category it an LDL-C levd d <100 mg.'ol canmit be achieves by 

therapeutic iifestyte charges. Others prefer use of drugs that priraariry modify bsrycerlcea and HDL- C. e.g.. nicotcnx add or f&raSe. 

CSn'ical Judgrrtert also may can far dderring cn*j therapy w thss sulxatecory. 
1,1 Almost all people with 0- 1 risk farlor have 10-ycar risk <\C%; flius. 10-year ridi assessment in people witti 0-1 risk factor is raat 



After toe LDL-C god has been achtevod. if the TG it stil :-200 mg/dL. non-HDt-C rtotsl-C minua HDL-C, becomes secondary target ol 
Ihurapy. Kcr-HOL-C goals ai e sel 33 mg.HL higher than LDL-C goats fur each risk category 



fetata !s canoaincicated to pailents who erttirt hypersensnMty to (mofibrcte 

Feoortorate is cont^trahtated to f^bents wtlh hepafic a severe renaS dystunctton. mousing primary Wkwy csrrhos*, end patrons a3 
unexplained perjotert &*a tundon ahnormaSty. 

Fendaaate is crjr4rairwtoiec 31 patieirts with preexistins rpnbbdcer disease (see WAAMNGSL 
WARNINGS 

Liver Function: Ferstfbrale tit dose3 eQurralert to 67 mg to 130 mg tatara per day hs been assDOClRd w3h increases to serum tra nsaso 
wases [AST {SCOT; or ALT (SGPTjL to a pontes analysis d 10 placebo-coraobed trials. Increases to >3 femes Die upper rim» d nonsa 
occurred to S3r: d patients taking tendrbrate versus 1 1% d patients heated wrth pacebo. 

tthen tansanwese rjdennsiattons war* fdiaved dtosr aha dsosrt-aabon d Be3!menl or during cxSirnjed treatmont a return rc res 
ms! iinin was usuaSy observed. Tfc inodeme- oi inrreases d banaamvnses rdafed to tendibrcte therapy appetr Id be doss reiatKLtoa 
8- week dose-rangirrg study, the tnckferce d ALT o AST dtvaSons » d toad three times he upper firrd d nonraJ was 13* to p " 
recdvirg dosz-aes «?j:Va&i5 to 87 mg to 130 ntg AnMra per day aid was OS in toose receiving dosaees equhratent to 43 mg or less A 
per day. or piaenbo. I tepatocf buior. ctmruc active and r-hoiesUt't hepatitis associated *«» fendibrate therapy l«ve been reported after e 
sores d weeks to several ycirs. tn ertremdy rwe casts, cki+os-'i has been reported tfi associatton w3h chronic aeThc hepcMls. 

Rsgular perrcac morder«»;g of i*er haxbrxx inducing somm ALT {SGPTl shouM be performed for the duration at therapy w*th A 
and therapy t£si«rtju:sd it <„ynh l*tvcb persirt etwve three time* the nr*mal ami. 

Cholelithiasis: Feronbrate :ike dofttirare and gtmtibrorf, may rnusass d^destcrd eremtion into rlw bi!«s. teadif-g to choteiaaaEs t 
chdefithiasis is suspedsc. -;j5Wadt^ studies one nuttoated Antara therapy rf^s be di3canttoued gafAtones arc lexme. 



Antara" 

(fenofibrate* Capsules v 



i Oral Anticoagulants: CautionV-aiW ts tatzisii when anticeogyter ts are gwen in corjundkr. wffh ArJaa becsrse «" 
ths potentate*! ol C3Uirurir.-ryiM a-tiaagutonts in prdorrgtog toe prou^orsbto tirre-IHR Tha dosage d ths artfctagirtwil stiourd be 
resiuccd to mantes die g B ft rffrtwn Grnf/KR at the desired tevd to prrran ctewirg compactions Proqued pcoOronfclr timc/»iR 
drtermtoabons are eotSjIj urCD B has tea definisty deter r : ire-; Bat ths praOiarftm tmelKR has sf j ftrflae ct 
CcwcDndtiBt KMO-CoA Reductase tshOvton: The eornbmd up? of Antara arc Hk*G-CcA reductase rmroaors shurid be avotoed uniess 
tT-s benefit furfhsr iBeistxyi ir ta>d levels a likely to outm^gh 0* inaarsed risk ol Bus dare, carfcmafirjn. 

to a sngte-dise drug Wwwuon study b 23 h-ortthy adults me canayrAart isiartlaraflon ot fcridtorate and pravastetn resulted to no 
chrtinBr Bnptrtmt clference in toe phannatrjkinetrcs at fervstibric add. p ct aaaSn , cr its active rneSboBte .T<«-rnrtinny So-prwasatn 
when compared to eithw drug given arone. 

Tha ajmbtoed use at ftoric acid derivatives and HUS-CoA reductase inhibitor* has been associated, at the absence d a marked phar- 
macokinetc rrrtaadtaxi. in rsjmerous case (fports, with mAbndiryolysis. n^arketily e ievated creatine t rasa (DO kr*as and mvogfctin- 
una. leading to a tagti proportion d cases to acute renal izihit. 

Ths use d fimrtes alone, indudlrg Arttsa nay occawaSy be Essocatsd with njctla. rnyopathy , or rhatxaomvorysa. Patients reced- 
ing Ardinj and comptair^g d muscle pair, tenderness, 01 wnzfcness shouto nave prcrs ipt rrstica; tvitusJ-on toi m-/opalhy, irxixJirx; ssrum 
ci sauna Kinase levd ccisamincLcn. K n?jW athy/rnyes-fcs is suspected or diagnosed, Antara rrr ipv shads be Stooped. 
Mortally: <*" Amsa cxi cxrtrarf heart issue morbidity and mortality and rxvvcan^iscutar mcrtaEty has not been e^tzbtarsri. 

Otter CO tt W deiai iong kn Bte Coronary Dtjq Prefect, a targe study d (net myecadiai rdzirtkn d patients Bsated tor 5 yezrc with dofi- 
hrsto. these cvss rc diJleience in rncr tat tty seen between tre dsfihrats jnxp and to» placebo group. There was hewever. a diftrrence sr 
the rxe d chdtahtow and chctecysttia reoniing ssrotry bchyeen ft« two groups 3.0* n. l.ffS^. 

Because d chemical, darrossutogical. anddinicsl limterfties bstwnsi Afronto-S (dofbrwtj. and Lop<d tgsmfibnua}. Bit adwta t*S- 
aiys ir. 4 tares rardoroued, r^acetic^cortruJJed cfirJca! studies *3h these other ftrati drugs may also sppry to Arrtjra. 

In a study cc rdu sted by the Wcf Id KsaSh Orgadzalion !W*G), 5000 subjat^s *f$w A taman coronzfy artery di seas e wo e beated *2r- 
pfceebo er cWirale tor 5 yeais an3 toaowtd ta so «ddtlional one year. There was a rtdiiBrsIrr styiifant, higher eg*-adlusted mi- 
cause mortalrty fri ttie ctotbrato group compared with the pl ac eb o grots) (5.79% w. 3 96%. p=<0 J 11. Excess rrwrtairy waa cue to a 3TS 
Increase Sr- non-card ovascutar causes, inducing naftgrancy. post<hc4eC7dactotn)- ctxnpScatwra. 3rd pancreatais. This appeared to 
conftrro the higher risk d galtotadder disease seen in ctofbrate-beated patients OutMH ir, the Coronary Drug Project. 

The HetMifcj heart Study was a targe ln=«0ai; study d ncdls-aged men wrB.-oul a history d coranay artery tfiseasa. Sutxecta 
recesved either placebo or gendibroc! lor 5 years. «**h a 35 year irer, otfonsion attorwsd. Total nortrfity was numerical higser in the 
gemffanzi! randomint<an group bu) 3rd not achieve stattshcal sJgnifance (p^O.13. S5% axdidencs interval tor retatlw> rt* GJ»=-S1 - 
1 .64i.AIBvjcgh cancer deaths trended higher in die gerr.rifcrorfl group (p=ai 1 Vespers (mtudir^ basal cefl wnanona) were dizgncsed 
with equal ttescexy in bdh study groups Due to Bv fended silt d the study, fr* r^jfra risk d death htm any cause tsaa not shown to 
be different Bran Brat seen in the 9 year lottcw-up data from Worts Health Cvyard7atton study (RR= 1-29). SanHany, the nunercai excess d 
gaJ3>tadder surgeries n Bie gesrSjnsB group did not dfltr stecsticaBy from that observed tr Bra WHO study. 

A secondary prevention component d the KsisinKt Heart Sttdy enrdled niddei-ag^d men esduded from, the prinrary prevent on study 
became d iu«wn 01 yLTpyrW enrcrary heart disease. Subjects received oemffet tixfl or ^cebo tor 5 years. Mhough cardiac deads 
trended htoher n the gsrtffbnwtl group, this was not stattt<catty sgT&hcant Board ratio 2.2. SS% oortidence tntervar. a94-SC5t The 
ate af paajtaader surgery uas not s^stia^ srgnffcar.t bctv-.Tcr. rfudy groups, but cfid trend right? in tre qerrSirori gnxp, 1 1 5^ n. 0 3%, 
P=Oj07) There was a staSsacaUy ti g x ai f^s rtt dsfterence in die rvnber d apr^jrfectornie j r< Bz grrnfibruzi pro? iSr3t 1 vs. tV3t 7. p=Q.GZ3V 

pREUunums 

tn Rial Therapy: Lsboratory studies shovAl Be Oone to escertain that the lipid ieveb are cortsrstersly abnormal betcre rml&uting Antera 
therapy. Every eRerrtpt shodd be made to conhd serum Irpkts. wrBt &ppropriate siet ex acta:, weight loos In abuse petards, and control 
d arty medical prndems such as diabetes rnettltus and hypoBiyroidisrri that are contributing to die Bpki abncrmalities. Medkatiuns kncwti 
to eaacerb a te hvpertnefrcsririenia (beta-blockers, thiazides estrogens] shouts be disoontinued or changed if poca>le prior to consiCer- 



ConBrwed Therapy: Penodic drderrnination d serum Lptos should be Detained during ti& Dierapy in order to estab&sn die lowest effec- 
tive dose dAntara. Therapy shcut2 be wiBtdrown In saderrta who do not have an adiaajote response atter two nwnths d treatment wth 
the maxamin recomrrerred dnse d 133 nrg per cfciy. 

Pancreatitis: Pincreztlta has been reported ti patients takvig tenditratB. ge^rfibrc?!. art ctofibrate. This ocrunenee nay represent, s 
feSure d ethcacy in patients with severe hypertiigryeeridcrnta, a direct drug effect. 01 a secondary rjhanofnenon mediated through bdfcry 
tract stone er stooge formation wtth utntructkjn d tha common bile duct 

Hyperwnsffivity Reacbonsc Acute hypersensitive reactors irzJudrg severe skin rashes requiring patent hospaaSzabcn and treabneni 
wBh Ehsrwts have occurred very rerefy during treatment with tenofibrale. inctudng ran- spenbneous reputs d Stevers- Jchnson syndrane. 
end tesc Epdermal rncrdysis. Urt carta was seer, in 1.1 *s 0%, and rasn in 1.4 vs Q.£% d Imdixate and ptaccoo patients. lespecOvety. m 
controfisd hiats. 

Htmatotogjc Changes: M3d to rnoderate hemoglobin, hematocrit and white blood o*t deoeases tore been Gtssrved n patients toOow- 
tng rnitiztion d t-nrjCbt ate thGrapV- However, these levels stabsi?e du ng long-term sdminhlrclori. Extremely rare spontaneous n^rods ot 
BniKTitxxYtopenJa and agrarvjrecytosi? have been received during post-marteting suneatanoa outside d die U.S. Periodic blood counta ae 
recommended rJuritg the first 12 months d Antera admkdsBatiort 

Skeletal Mosdc The use d fibrates aJorte. inducing Antara, nay occastonaBy be associated with rnyovathy. Treatment witti drugs d the 
fixate r±3S3 has been associated on rare occasions with rhcr^Trvdysta. tsuafiy 7 patients with impairsd renal function. Myopathy 
should be canslsensd to any patient wtrti diftuse rrryalgss, musSs tenderoesa or weakness, andfar narked elevations d creatine ptscs- 
phokinase fCPtcj ievets. 

Patients chodd be advisnd to report prarnp&y unex stained rr a a cai pain, tenderness or weakness, particulariy H accompanied by matarse 
or tever. CPK levels sfoctd be assessed in patients reporting tbese syr^jtoms. and rerofibrate Barapy sraxild be cisconbnued If raarkeo- 
ty eleva ted CPiC tevets occur or rnyopathy ta dlsgnQsed. 



c CAUT1DN SHOULD BE EXERCtSHJ WHEN CQUMAR1M AnrnCOAGULAHTS ARE OVEN Dt COIUUNCTTON WITH 
AKTAHA. THE DOSAGE OF THE AJfTOQAGULANTS SHOULD BE REDUCED TO MAINTAIN THE PRtJTHROMBOl TIM E/BJR AT THE 
DESSIED LEtfa TO PREVENT BLEEDDIG CCMPUCATTOKS. FREOUENT PROTHROMBIN TTME/MR DETEHMiNAttOMS ARE ADVISABLE 
UTfTtL IT HAS BEEN Or^KTTHJf DETERMINED THAT THE PROTWtOMBW TTME/1NR HAS STABILIZED. 

KMG-CoA Bedoctase trrhibrtors: The combined uss ot Antara end HMG-CcA reductase srritbiton should be avoided unless the bene- 
fit d further alterations in lipid tsreb b Bkety to outweigh the increased risk d ttas drug combination {see WARNINGS) 
Resins: Since bile add sequesbants may bind other drugs given concunedhr. patients should take Antara at least 1 hour fcetrx? or 
4-6 hours dler & bUe acid biding resin to avoid Impeding rts absorption. 

Cydosportoe: B e c ause cyrjosporlnc can produce neph/utoefcti wtth decreases to srcatnfne clearance and rises In serum creatinine, 
and because renai escre&on is the primary eSmkation route ol fibrate drugs indudig Artara. Biere is s risk that a> toteracttor; win read 
to deterioration. Ths bendits and risks d using Antara with immunosuppressants and other ptrterrtaRy nr^r»otoxic agents should be care- 
fully considered, and Bit lowest effective dose employed. 

Cardnogenesis, Mute genesis, tmparrment at Fertility: to a 2-t-rrcrrth study to rets (in. 4 J, and 2V) rng/kg-. 04. 1, and S times toe 
maximum njcon mended human dose on the basis d mg/meter* of surface sree) Bis ccidenc* d ;rv«r carcimma was c;r.ificantry 
increased d 6 times toe maximum recommended human dese in males and females A statist catty signficanf increase ei parxrralk cat • 
cinornas occurred <n males at 1 and 6 rimes too maximum recornmeeded human duse; there were afeo increases in pancreatic adeno- 
mas and benign testicutar rrrtersttltal cea tumors al 6 times toe maximum recommMisec human dose m mates. In a second 24-morth 
study to a differed strain d rata (doses d 10 end 60 mg/kg; 03 and 2 tones B"e maximum recommended heman dose based on 
mg/rneter 1 surface area}, there were skjrtiiicant increases ki the fnddence d pancreatic acinar adenomas In both sexes and increases In 
interstitial ceil armors d toe testes d 2 times tie maximum recorn mended human dose. 

A ccarparatjvt carcrogerscRy study «as done ki rats comparing three drugs: frxofihrata {10 anc 70 mgAg:0.3and 16 times the rro»- 
imum rwj em menOed human dosej. ctofbrate (400 mg/kg; 1 6 Bmes toe human doseX and gemfferuz!! i250 mgykg; 1 .7 times the human 
dosei (rodbptes based on mg/meter' surface aeaj. Pancreatic actoar adenomas were ncreased In males and females on terottwate; htpa- 
tocea;lar crsxarxnta and cancreatc acaav aJenomas were kiaeased in males end hepatic neoplastic nocuSes In fernsfes treated wiBi dori- 
btate. hepatic neap Usee nodules were Ina eased In males and females treated wito gurnlibrrufl v.tfl* lasjicufcr jntorsutstl cad tumors were 
incr ease d in mates on a* three drugs. 

toe 21 -rrasnto study to rrwzs at doses d 10.45,ar«200 m>Vg tapproxlmatery 02. 17 and 3 tm« di= naximirm recommenaed hurran 
dose on the basis d mg/meTer: surface ensa). there were statisticztiy srgnliiczJit increases in trver cptsnavz. el 3 times the maximum 
lecomrnended human doss to bdh mates and temates. tn a second 1 S-mwrm study at toe same doses, there was a stonrfeant increase 
in liver carcinoma in male mte and Sver esenoma m ferrate m<z at 3 times toe maxmum reccmrmcr.ssd human dose. 

Electron nucroscopy studies have dsmonstrated peroxisomal protleratinn frdcrwirvj feecSbrate admristrabon to the rat An adequate 
study to test tor peroxisome profliadbn in humane has not been done, but changes in peroxisome morphology and numbers have been 
observed to humans alts- treatment wtto otrsr .members d toe ftorato cfcrss when 1 vet biopsies were compared before end after beat* 
men! in the same exfviduaL 

FenofiDfab has been demonstrated to be devoid d muterjersc potertia! in the fdkwrrng tests: Ames, mouse rymphoma. ch/omcrsomal 
ctcnatcr. and utsshetiuted DKA synthesis 

Pregnancy Category t Fenotrbrate has been shown to be embrvoddal and teratogenic in ran wnen given to doses 7 to 10 bmes toe 
maximum recommended human dose End embryoctaai re rabbits when giver, at S lines the maximum reeammesses human dose (on 
the basis d rog.'metrs? surface areal. Thers ere no adequate and vrtS-cunbulled studies kt pregnant wemea FerM fi ir a le should be used 
during pregnancy onfy rl toe potential benefit |ustf rs toe potential risk to toe fslus. 

Administration of 9 times to* maximum njcummevted human dose d t-r-afhntt to ismcle rats butdre and mroughout gestation 
caused 100% of dams to defcy debvery end resulted in a 50% increase in post^rnptsirtelion lefts, a decrease in Otter size, a decrease «n 
birth weight, a 40% survirsl d pups at birth, a 4% survival ot pups as neonates, arc i OH sunmai d pups to weaning, and an inn case 
ki spina brfkla. 

Administration d 10 bmes dre maximum iecommer.3ed ttuman cose- to female rats on cays 6-1 5 rt gestation ccustd an mcrease to 
gross, visceral and skeletal findings in fetuses (soTted heacVrnrnched dwuldersTOmded bc^/abnotrrol chest, kyphosis, steMed fetus- 
es, etongzted sternal ribs. maJtomvjd etemebme, extra foramen in pa tune, mrssha:en vertebrae, oupernumerary rtost 

Administration oi 7 limes ti«e maximum t ecommended rursn drjse to female rajs bom tizy 15 01 gestation torcugn vsreanirrg caused 
a detay to delivery, a 4fTH deer ease to Tnre hinho. a 75% decrease in neonaral survhal and deas£3es in pup weight at birth as wd! as 
on days 4 3nd 2l posl-cartum. 

Administration d 9 and 18 times the rsaumum recommenced human dose to female rabbits caused abortions in 10* d dams at 9 
times and 255. d dams at 18 times the maximum recommended buman dose end rfcadhoJ 7% d fetuses at 18 times Ore maximum rec- 
ommended human dose. 

Horsing mcrthcrs: Ftrvrflbnite shoufd not b* used m nursing rnothers. Because of the potential tor tui iori ge nicB y seen In snimai stud- 
ies.a dec'-sinn chuutd be m3de whether to discontinue mirsirg or to dsscordirrue toe orog 
Pediatric Use: Sufety and effcacy to pefliarrc patisnts have nut been established. 



Antara" 

(fenofibrate) Capsules 

Gertabic User FeraiSbric acid kj travm to be ^<i3fl excreted by B» kidney, and the risk d aoverse readJora to ths drug T«rb5 
gr-=ter to patients wfci to^atred renal hinchon D(x*.^e etderty caitents we more Ste* to have decreased rend haxebor. care srioua 
bo taken to doss retoctran. 
ADVERSE REACTIONS 

CLnaCAl: Adverse events repitftcs by 2% or mere ol t«tent$ beatoc wito tsrirjtTbraTe during toe »jbis-b&n. pjacdo-cortroSed btata, 
regaidtess d causatity, are ksted in toe table be** Artveraa events tec to dtawntinrjation d Oeabaent in itrifc d patiems treated w3b 
tenofibrarB and to 3 ON bested wtth ptacebo. tooeases in over tuiKt^n tests were the n^lbeqttertf everts, cauanp dnCisUswatton J 
fenofibrate treatment in 1 .6% d patients In dnubic -bfirvj trials. 



BODY AS A WHOLE 

Atxiorriraf Pato 
aaskPdn 
Headache 
Asthenia 
FiuSfnchxme 
DIGESTIVE 

bver Furxtion Tests MsmrmJ 
OtarrhH 



Conslipafjon 
METABOLIC AND 



Creatine Phosd^taonase tocr e a sed 
SGOT Increased 
RESPIRATORY 
Respiratory frsards 



fenofibrate' Ptacebo 
(Ns439) (H=365) 
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t.tt 


1.4% 


3 0% 


1.6% 


itRi 


1.4% 




0.5S 


crs 


5.5% 




1.1% 



s reported by three or more rabente in placetci^unfrrjltsd trieis or reported in other controlled or open b 



* Doseco equhraawt to 120 mg Antara 
** S^bTcanfiy different from ptacebo 
A d d^bonal adverse events reported by d 
lega/dless d causally are sated tetow. 
BODY AS A WHOLE: Chest pain, parn {unspscrtrtsn, rtodiot. rrafaise. aBcrgc react cn. cyst, hernta. lever, phctaEer^tivrfy reader), and 

CARDXX&SCUAR SYSTEM. Angjre pectonv. hypertenvcxv vasuditatation. foronary artery teorder. evxtrccardtognm abrarmal. ve ntritas- 
tar exfraffjSfotes, oryocardisl infarct, peripheral vascct* disorder, rorcrraina. varicose veai. cardtasascutar cSsorder, hypotension, pate tattoo, 
vasnrtar disorder, armytorrrta. phtebrus. tachycardta. e*trasystates. and dital litjritahort 

DIGESTIVE SYSTEM: Oysptpya. rtatelence. nausea, increased Appetite. VHtroentersts. dKrtelftotasis, recbi dtaexder. esophagitta. gae- 
tritis. edits, tooth disorder. vJ*m«ting. anorexia, gastrositsstincl disorder, dtfytienal utesr. nausea and vomiting, peptic utter, rectal hem- 



enhage, liver fatty deposit. ctHstecystitis, eructation, gjnuna pkrfsmyi b 
ENDOOWE SYSTEM: Dtebdes meEitus. 
HEWCANO LYMPHATIC SYSTESt Anemia, takopenta ccchymosis. oasihophika. ryrrrr^tnupathy, and torombocrtraJenta. 
METABOLIC AND NUmTtOWl DBOROEXS Creatrtinr. increased. vs*-jght pF.r. ft y pugrytai . b. gout weight toss, edema, hypsnxtcemte, anJ 

MUSCULOSKELETAL SYSTEM Myositis, myalgia, arthiak^a. arthKb. trmcsynovrtis, joint disorder, atorosis. leg crumps, bursitis, and 



NERVOUS SYSTEM. Dizziness . Insomnia, detxesskin, vwtipa. BwrJo dav rased. an«iety. rjansstn-s*, dry mxwto,rrvpwtorrta. nervousness, m»- 



BESPmraftY SYSTEM: Pharyngitis, brtyjctnhs. ctajgh eicmased. syspr.ea, asOVTrs. pneunonia, tetyngrtis, 3nd sinusitis 
SKPiAW APPENDAGES: Rash, pruritus, ecrema, herpes ioster. urtlraria, acne. s*eatng. fungal dermatitrs, ster, friordet, a taper a, coo- 
tad dermatitis, herpes simplex, rnaratirxpapuw rash, nel disorder, and skin dest 

SPEOAL SQVSES CraijureuVI*. eye disorder, amdyep**. ear pain, etius media, abrorm*} vkaon. cataract specifies, and refraction disonAec 
UfZXZWTAL SYSTEM: Urtoary heouencj, prc^tauc c-nadw. dysurta. ludrey functiar abnunnd, wtfitorssia. SYrtcomasLa. uruitersJrsS 
pregnancy, vaginal mortiaasis. and cystils. 
OVERDOSAGE 

There c no specific treatment for over case with Anbi/i. G^r.ra 1 supportive care d toe patied Is instated, including mortortng d tS£ 
signs and cbservattan of ds-^cat status, shotkl an nveriose occur. 0 rnrjicated. eSmtoation d unabsorbed drug shoutd be achieved by 
emeso or gastric tevage; usual r* erailiore shoufd be observed to niatotain toe airwsy. IJecause fendibrats b highly bound to pSmta 
urutetov. hemodtatysis should not be crtfterdered. 
DOSAGE AMD ADMINISTRATION 

Patents should be ptaced on en appropriate lipid- tojvering diet before receiving Antera, end shoutd continue titta did during t reafrnrrt 
wtth Antara. Antara capsules should be taken with rr*^ts. B«eby cctimi/ing the bksmtability d the medicjtirxL 
For the treatment of adul patients wtth primcry rwpnrcholesterolemia or mixed to/pertpidemta. the Initial dose ol Antara is 130 mg 

t *Tw ! afluB patients wrfh fnT^raTgrw^rrdem-a. toe kntial cose is 43 to 130 mg per day. Dosage shoufd be indh-iduaiteed according to 
patent response, and should be adjusted if necessary folirnvirg repeat *<prd determinations al 4 to 8 week Intervals The maximum dose 
is 130 mg per day. 

Treatment wtth Antara shoufd be imitated ct a ckae d 43 mg/day to r^ticnts heving >m paired renal IwKtron. and increased or% 
efter evaiuahon d the effects on rana; tend** an: ^Ai leveta xi this dose, to the elderh/. the initial doss shouts likewise be ImSeel 
to 43 mg/day. 

lipW teveta shoukt be monitored perkxJioCy ana ci-nstderalion should be given to reduchjg toe ctasage d Antara II lipid revets >aB ssj- 
rjkantry below the targeted range. 

HOVf SUPPLIED 

Antara f!er«oiTbrate) Capsules, isava^abse n tivix stirnglhs 

43 mg capsutes. rn^jrintes with *43" and a segmtmted twnd, on B* Sgl4 green cap and 'AffTARA* wito tite Refianj kxjc on trie wf»3e *» 
cfl-whrhj body, avaitabfe ei butttes d 3xi <ffl)C * 657*;-<Oi-!0j end 100 tHOC f 65726-401 -25). 

87 mg capsules, iinprtoted with -87 * and 3 segmented txwd. on lh« canx greun cap and "A/iTARA" with me RoJtant logo on toe fight gres» 
boey. avaltabte to botrtca of 30 (NDC « B$72B-40S-1fli and l.TO \MK * 65726-402- ?SJ. 

130 mg capsules. Imprinted with "130' and a segmented band, on the dak grecr, cap and "AtiTARA" wito trie Rslant logo on die «=t*= 
body, avcftable to bctltes of 30 {NDC • 65726-40?. • 1 fh and irjr. (HOC • 65726-403-251. 

Storage 

Sine at 2S"C (TTPr. e«curs»<!S permioes l» IS" -30 "C psS'- 56"F! |ser USP totrofled Room Terrrperaturel « e tightly etesed co rrt n ra ei. 



1. GOLDBERG AC. fff a/. Fendihrste tur toe Trratment of Type IV and V Hyper lipoprottfjiemlas: A Ooubtr.-Biinc Ptaccb/t-Contronral 
fctuiticenter US Study. CSdcaf TfafipevHrs. 1 1 peg f-9-53. 1939. 

Z. raKWLA EA. Fomltal Lipopiutein Lipase Ddcsency «u3 Recited Wsaders of ayfomk^ur ffetabdam In Slenbury J JJ. ef at (edsj. 
Mrrfitoote fiases d Irikgiitsit Piseass. 5th eaatan. rAptirr*-Hi3. 1 933. Chap. 30, pp. E22-&>2. 

1 BROWH VW. ef at Effects of Fendixah: cn fNrsma lipids: OotrWe-& ; ind, rAiJticenttr Sbjdy to Patents with Type HA or OB 
rtyperfiddemta. iVferfasrferctas. 6. pp 670-678, 13JJP 
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